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(57) Abstract 

A class of substituted oxazoles is described for use in treating 
inflammation and inflammation-related disorders. Compounds of particular 
interest are defined by formula (I), wherein R is selected from hydrido, halo, 
mercapto, hydroxyl, cartoxyalkylthio, carboxyalkylthioalkyl, carboxyalkoxy, 
carboxyalkoxyalkyl, haloalkoxy, alkylthio, alkylsulfinyl, alkylsulfonyl, alkoxy, 
aryloxy, aralkoxy, alkylamino, aminocarbonyl, alkoxyalkyl, carboxy(haloalkyl), 
alkyl, hydroxyalkyl, haloalkyl, alkenyl, hydroxyalkenyi alkynyl, hydrox- 
yalkynyl, cycloalkyl, cycloalkylalkyl, aminoalkyl, hydroxyalkoxyalkyl, 
alkylcarbonyl, phosphonylalkyl, amino acid residue, heterocyclylalkyl, 
cyanoalkyl, alkoxycarbonyl, alkoxycarbonylalkyl, carboxy, carboxyalkyl, 
arylthioalkyl, arninocarbonylalkyl, alkylcarbonylaminoalkyl, alkoxycarbonylaminoalkyl, ai^koxycarbonylaminoalkyl, aryl, heteroaryl, 
aralkyl, aryloxyalkyl, aralkoxyalkyl, heteroaryloxyalkyl and heteroarylalkoxyalkyl; wherein R l is selected from cycloalkyl, cycloalkenyl, 
aryl and heterocyclyl, wherein R l is optionally substituted at a substitutable position by alkyl, alkylamino, alkoxy and halo; wherein R 2 is 
selected from alkyl and amino; and wherein R 3 is selected from hydrido and alkyl. 
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SUBSTITUTED OXA3Q&BS fOjL THE TREATMENT OF 
?NFfcAWW*TJON 

FISl*© ©P fHS INVENTION 

5 This invention is in tfce fiel4 of anti-inflammatory 

pharmaceutical agents sm4 specifically relates to 
compounds, compositions $nd methods for treating 
inflammation and inf lammatiqn-§ssociated disorders, such as 
arthritis. 

0 

BACKGROUND 9F INVENTION 

Prostaglandins play $ xnajpr role in the inflammation 
process and the inhibition of prostaglandin production, 
especially production of PGG^, PGH2 and PGE2, has been a 

5 common target of antiinflammatory drug discovery. However, 
common non-steroidal antiinflammatory drugs (NSAlDs) that 
are active in reducing the p?rost$glandin-induced pain and 
swelling associated with the inflammation process are also 
active in affecting other prostaglandin-regulated processes 

0 not associated with the inflammation process. Thus, use of 
high doses of most common NSAIDs can produce severe side 
effects, including life threatening ulcers, that limit 
their therapeutic potential. An alternative to NSAIDs is 
the use of corticosteroids, which have even more drastic 

5 side effects, especially when long term therapy is 
involved. 

Previous NSAIDs have been found to prevent the 
production of prostaglandins by inhibiting enzymes in the 
human arachidonic acid/pros taglandin pathway, including the 

0 enzyme cyclooxygenase (COX) . The recent discovery of an 
inducible enzyme associated with inflammation (named 
"cyclooxygenase-2 (COX-2)" or "prostaglandin G/H synthase 
II") provides a viable target of inhibition which more 
effectively reduces inflammation and produces fewer and 

5 less drastic side effects ♦ 

The references below that disclose antiinflammatory 
activity, si.vw continuing efforts to find a safe and 
effective antiinflammatory agent . The novel oxazoles 
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disclosed herein are such safe and also effective 
antiinf lainmatory agents furthering such efforts. The 
invention compounds are found to show usefulness in vivo as 
antiinflammatory agents with jflinijnal side effects. The 
5 substituted oxazoles c&sclosecj herein preferably selectively 
inhibit cyclooxygenase-rJJ oyer cyc}poxygenase-l. 

2,3-Diaryl-5-halo tftiopftenes are described in U.S. 
Patent No. 4,590,2 05 as ^algesic or antiinflammatory 
agents. More particularly, ?, 3-diaryl-5-bromo thiophenes 

10 are described in U.S, Patent No? 4,820,827 as having 

antiinflammatory and prostaglandin synthetase inhibitory 
activity for use in the treatment of inflammation and 
dysmenorrhea . PCT publication W094/15932 describes 4,5- 
substitutedphenyl-thiopt|enes/{urans and pyrroles as having 

15 antiinflammatory activity. 

Pyrazole derivatives having antiinflammatory activity 
are described in U.S. Patent No. 5/ 134,142, to Matsuo et 

U.S. Patent No. 3,578,671, to K. Brown, describes 

20 antiinflammatory 4, 5-diphenyloxazoles substituted in the 2- 
position by a saturated or unsaturated aliphatic acid. 
U.S. Patent No. 4,051,250, to J. Dahm et al, describes 
oxazole, imidazole and thiazole compounds, including 2- 
mercapto-4- (4-methylmercaptophenyl) -5- (4- 

25 chlorophenyl) oxazole, as having antiphlogistic, analgesic 
and antipyretic activity. Other related diphenyloxazole 
disclosures include U.S. Patent No. 4,001,228, to G. 
Mattalia, for ant i aggregating activity and U.S. Patent No. 
3,895,024, to R. Hafeli, for intermediates in the 

30 production of antiinflammatory agents. U. S. Patent No. 
4,489,084, to F. Haviv and F.Kerdesky, describes 
diphenyloxazolyl hydra zinoalkyl nitrile compounds for use 
as antiinflammatory agents. U.S. Patent No. 4,143,047, to 
R. Harrison, describes oxazole compounds as reactants to 

35 make 2-acylamino oxazole derivatives having anti-allergy 
activity. 



WO 96/36617 



PCTAJS96/06992 



U.S. Patent No. 4,791,124, to Lutomski et al, 
describes the pesticide activity of substituted bis(4- 
halophenyl) oxazoles, U.S. Patent No. 4,775,687, to Meguro 
et al describes the possible use of 4,5-phenyl oxazoles as 
5 starting materials fop s^ti^i^betic compounds . WO 

publication ivo. W092/21665, published December 9, 1992, 
describes bis (halophe^yj) ox^zole derivatives as starting 
materials for the preparation of ^ntiinf lamrnatory agents. 
N. Meanwell et $1 [ J f m$ rChm* * 35, 3498 (1992)] 

10 describe bis ( subs ti tut edpherayl) oxazoles as having ADP- 
induced platelet aggregation ijilubition activity. 

U.S. Patent No. 4,812,470, to N. Rogers et al, 
describes phenyl substitute^ oxazoles as having 
antibacterial activity. 

15 U.S. Patent No. 3 ,901, 908 f to K. Fitzi and R. Pfister, 

describes 2 -alky 1 anc} 2-^cyclQ^lHyl-4, 5-phenyloxazoles as 
intermediates in the synthesis of imidazoles having 
analgesic and antipyretic activity. Specifically, 2-tert- 
butyl-4- (4-methylsulfonylphenyl) -5-phenyloxazole is 

20 described. 

U.S. P&tent No. 4,632,930, to Carini et al, describes 
antihypertensive alkyl and axyl substituted imidazole, 
thiazole and oxazole derivatives. Specifically, 5-phenyl- 
4- (4-methylsulfonylphenyl) -<x,a- 

25 bis (trifluoromethyl) thiazole-2 -methanol is described. 
R. Cremylin et al describe the synthesis of 
heterocyclic sulfonyl derivatives and specifically, 4 , ,4 U - 
(2-methyl-4, 5-oxazoldiyl) -bis-benzenesulf onamide (J. 
Heterocycl.Chem. , 22, 1211 (1985)). 

30 T. van Es and O.G.Backeberg [ J.Chem.Soc. , 1363 (1963)] 

describe the synthesis of 2 -methyl -4, 5- 
substitutedphenyloxazoles, and specifically, 4- [5- (4- 
chlorophenyl ) -2-methyl-4-oxazolyl] benzenesulf onamide . 

U.S. Patent No. 5,380,738, to Norman et al, describes 

35 4-methylsulfonylphenyloxazoles for the treatment of 
inflammation. WO94//27980, published Dec. 8, 1994, 
describes substituted oxazoles for the treatment of 
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inflammation. WO95/00501, published Jan 5, 1995, describes 
substituted oxazoles for tt*e treatment of inflammation. 

PESC*IF<P*QJJ (DP TWB INVENTION 

5 

A class of substituted oxazolyl compounds useful in 
treating inf lammation^e^^te4 disorders is defined by 
Formula I: 

R 1 



10 




I 



wherein R is selected from hydrido, halo, mercapto, 
hydroxy 1 , carboxyalkylthio, carboxyalkylthioalkyl , 
carboxyalkoxy, carboxyalkoxyalkyl , haloalkoxy, alkyl thio, 

15 alkylsulfinyl, alkylsulf onyl, alkoxy, aryloxy, aralkoxy, 

alkylamino , aminocarbony 1 , alkoxyalkyl , carboxy (haloalkyl ) , 
alkyl, hydro^alkyl , haloalkyl, alkenyl, hydroxyalkenyl, 
alkynyl, hydroxyalkynyl , cycloalkyl, cycloalkylalkyl , 
aminoalkyl , hydroxyalkoxyalkyl , alkylcarbonyl , 

20 phosphonylalkyl , amino acid residue, heterocyclylalkyl, 

cyanoalkyl, alkoxycarbonyl, alkoxycarbonylalkyl, carboxy, 
carboxyalkyl , aryl thioalkyl , aminocarbonylalkyl , 
alkylcarbonylaminoalkyl , alkoxycarbonylaminoalkyl , 
aralkoxy cart onyl aminoalkyl, aryl, heteroaryl, aralkyl, 

25 aryloxyalkyl, aralkoxyalkyl, heteroaryloxyalkyl and 
heteroarylalkoxyalkyl ; 

wherein R 1 is selected from cycloalkyl, cycloalkenyl, 
aryl and heterocyclyl, wherein R 1 is optionally substituted 
at a substitutable position by alkyl, alkylamino, alkoxy 

30 and halo; 

wherein R 2 is selected from alkyl and amino; and 
wherein R 3 is selected from hydrido and alkyl; 
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or a pharmaceutically-acceptable salt thereof; 
provided R is not mettiyi when R?? is amino and when R 3 - is 
phenyl or 4-halophenyl; further provided R is haloalkyl 
when R 3 is alkyl; and further provided that R 1 is not 
5 phenyl when R 2 is methyl §nd R is isopropyl or tert -butyl. 

The phxcse "further provided", as used in the above 
description, is intended to jne$n that the denoted proviso 
is not to be considered} conjunctive with the other 
provisos . 

10 Compounds of Formula J wqu14 be useful for, but not 

limited to, the treatment of inf lainmation in a subject, and 
for treatment of otl^er infJ-WP^t ion-associated disorders, 
such as, as an analgesic in the treatment of pain and 
headaches, or as an antipyretic for the treatment of fever, 

15 For example, compound^ of the invention would be useful to 
treat arthritis, including but not limited to rheumatoid 
arthritis, spondyloarthropathies, gouty arthritis, 
osteoarthritis, systemic iupus erythematosus and juvenile 
arthritis. Such compounds of the invention would "be useful 

20 in the treatment of asthma, bronchitis, menstrual cramps, 
tendinitis, bursitis, $nd skin-related conditions such as 
psoriasis, eczema, burns and dermatitis. Compounds of the 
invention also would be useful to treat gastrointestinal 
conditions such as inflammatory bowel disease, Crohn's 

25 disease, gastritis, irritable bowel syndrome and ulcerative 
colitis, and for the prevention or treatment of cancer, 
such as colorectal cancer. Compounds of the invention would 
be useful in treating inflammation in such diseases as 
vascular diseases, migraine headaches, periarteritis 

30 nodosa, thyroiditis, aplastic anemia, Hodgkin's disease, 

sclerodoma, rheumatic fever, type I diabetes, neuromuscular 
junction disease including myasthenia gravis, white matter 
disease including multiple sclerosis, sarcoidosis, 
nephrotic syndrome, Behcet 's syndrome, polymyositis, 

35 gingivitis, nephritis, hypersensitivity, swelling occurring 
after injury, myocardial ischemia, and the like. The 
compounds would also be useful in the treatment of 
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ophthalmic diseases such as retinitis, retinopathies, 
uveitis, conjunctivitis, of acute injury to the eye 

tissue. The compounds WQU14 §lso be useful in the 
treatment of pulmonary inflsrmstion, such as that 
5 associated with viral infection and cystic fibrosis. The 
coirpounds would also be useful for the treatment of certain 
central nervous system disorders such as cortical dementias 
including Alzheimers cjise^se. The compounds of the 
invention are useful as antiinflammatory agents, such as 

10 for the treatment of cqrthritis, with the additional benefit 
of having significantly less harmful side effects. These 
compounds would also be useful in the treatment of allergic 
rhinitis, respiratory distress syndrome, endotoxin shock 
syndrome, atr erosclerpsis and central nervous system damage 

15 resulting from stroke, ischemia c*nd trauma . 

Besides being useful for human treatment, these 
coirpounds are also useful for veterinary treatment of 
mammals, including companion animals and farm animals, such 
as, but not limited to, horses, dogs, cats, cows, -sheep and 

20 pigs. 

The present compounds my also be used in co- 
therapies, partially oj: completely, in place of other 
conventional antiinf laiqmatories , such as together with 
steroids, NSAIDs, 5 -lipoxygenase inhibitors, LTB 4 receptor 

25 antagonists and LTA4 hydrolase inhibitors. 

Suitable LTB4 receptor antagonists include, among 
others, ebselen, Bayer Bay-x-1005, Ciba Geigy compound CGS- 
25019C, Leo Denmark compound ETH-615, Lilly compound LY- 
293111, Ono compound ONO-4057, Terumo compound TMK-688, 

30 Lilly compounds LY-213024, 264086 and 292728, ONO compound 
ONO-LB457, Searle cortpound SC-53228, calcitrol, Lilly 
compounds LY-210073, LY223982, LY233469, and LY255283, ONO 
compound ONO-LB-448, Searle compounds SC-41930, SC-50605 
and SC-51146, and SK&F compound SKF-104493. Preferably, the 

35 LTB 4 receptor antagonists are selected from ebselen, Bayer 
- Bay-x-1005, Ciba Geigy compound CGS-25019C, Leo Denmark 
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compound ETH-615, Lilly compound LY-2 93111, Ono compound 
ONO-4057, and Terumo cppppound 

Hie phrase "combination therapy" (or * co- therapy *) , i 
defining use of a cyclopxygep^se-? inhibitor agent and 
5 another agent, is intended tq e^hrace administration of 
each agent in a sequential manner in a regimen that will 
provide beneficial effects of the drug combination, and is 
intended as well to enfcrsce coadministration of these 
agents in a substantially simultaneous manner such as in 

10 single capsule having § fixed patio of these active agents 
or in multiple, sep$r§t§ c^ps^es for each agent. 

Suitable 5-LO inhibitors include, among others, 
masoprocol, tenidap, zi^eutpn, pranlukast, tepoxalin, 
rilopirox, flezelastine hydrochloride , enazadrem phosphate 

15 and bunaprolast . 

The present invention preferably includes compounds 
which selectively inhibit eye 1 ooxy gena s e - 2 over 
cyclooxygenase-l. Preferably, the compounds have a ; ' 
cyclooxygenase-2 IC50 of less than about 0.5 |iM, and also 

20 have a selectivity ratio of cyc}poxygenase-2 inhibition 
over cyclooxygenase-l inhibition of at least 50, and more 
preferably of at least 100. £ven more preferably, the 
compounds have a cyclopxygen^se-l IC50 of greater than 
about 1 |iM, and more preferably of greater than 20 pM. 

25 Such preferred selectivity may indicate an ability to 

reduce the incidence of common NSAID-induced side effects, 

A preferred class of compounds consists of those 
compounds of Formula I wherein R is selected from hydrido, 
halo, mercapto, hydroxyl, lower carboxyalkylthio, lower 

30 carboxyalkylthioalkyl, lower carboxyalkoxy, lower 

carboxyalkoxyalkyl , lower haloalkoxy, lower alkylthio, 
lower alkylsulf inyl, lower alkylsulfonyl, lower alkoxy, 
aryloxy, lower aralkoxy, lower alkylamino, aminocarbony 1 , 
lower alkoxyalkyl, lower carboxy (haloalkyl) , lower alkyl, 

35 lower hydroxyalkyl , lower haloalkyl, lower alkenyl, lower 
hydroxyalkenyl, lower alkynyl, lower hydroj^alkynyl , lower 
cycloalkyl, 'lower cycloalkylalkyl, lower aminoalkyl, lower 
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bydroxyalkoxyalkyl , lower alkylcarbonyl , lower 
phosphonylalkyl , airdrop §ci4 residue, lower cyanoalkyl, 
lower alkoxycarbonyl , ipwer §iHpxycarbony lalkyl , carboxy, 
lower carboxyalkyl, lows? §jyitftioalkyl, lower 
5 aminocarbonylalkyl , ipwei: slKyic^r^onylairiinoalkyl, lower 
alkoxycarbonylaminoalkyi r lower $ralkoxycarbonylaminoalkyl , 
aryl optionally substituted 3t § substitutable position by 
carboxy, lower carbpxy§ll$yl , lpwejr slkyl, lower alkoxy and 
halo, heteroaryl optip^liy substituted at a substitutable 

10 position by carboxy, ipwer c$pkpxyalky 1 , lower alkyl, lower 
alkoxy and halo, lower $raikyi optionally substituted at a 
substitutable positiprt oj\ tfte $£yi radical by carboxy, 
lower carboxyalkyl, lower $lkyi, Jower alkoxy and halo, 
lower heterocyclylalkyl optionally substituted at a 

15 substitutable position pn tl^e heterocyclyl radical by 

carboxy, lower carboxy$il$yl f lpwer alkyl, lower alkoxy and 
halo, lower aryloxyalkyi optionally substituted at a 
substitutable position with"h§lo, carboxy, lower 
carboxyalkyl, lower $lkyl §n4 lower alkoxy, aralkoxyalkyl 

20 optionally substituted $t $ substitutable position with 
halo, carboxy, lower c§^fep?sy$ikyl , lower alkyl and lower 
alkoxy, heteroaryl alkoxy alkyl optionally substituted at a 
substitutable position with halo, carboxy, lower 
carboxyalkyl, lower alkyl and lower alkoxy, and 

25 heteroaryloxyalkyl optionally substituted at a 
substitutable position with halo, carboxy, lower 
carboxyalkyl, lower alkyl and lower alkoxy; wherein R 1 is 
selected from lower cycloalkyl, lower cycloalkenyl, aryl 
and heteroaryl, wherein R 1 is optionally substituted at a 

30 substitutable position by lower alkyl, lower alkylamino, 
lower alkoxy and halo; wherein R^ is selected from lower 
alkyl and amino; and wherein R 3 is selected from hydrido 
and lower alkyl; or a pharmaceutically-acceptable salt 
thereof . 

35 A class of compounds of particular interest consists 

of those compounds of Formula I wherein R is selected from 
hydrido, chloro, fluoro, bromo, iodo, mercapto, hydroxy 1, 
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carboxymethy 1 thio , carboxy e thyl thio , t ri f luoromethoxy , 
methylthio, ethyl thio, jnet^.pulf inyl, methylsulfonyl, 
methoxy, ethoxy, propoxy, tyitoxy, phenyloxy, benzyloxy, N- 
methylamino , N / N-dimethy}aminP f N f N-diethylamino, 
5 aminocarbonyl, methco^ethyl, Q^fcromo-carboxymethyl , 

methyl, ethyl, n-propyl, isppropy}, butyl, tert -butyl, 
isobutyl, hydroxymethyl, t lypp^ethyl, dif luoromethyl, 
trifluoromethyl, chlojrojnethy I f 4ichloromethyl , 
trichloromethyl, penteif lupjrpetftyl , heptafluoropropyl, 

10 difluorochloromethyl, SicfrJ-orof Jupromethyl , dif luoroethyl, 
difluoropropyl, dichlprpetfty;, 4ichloropropyl, ethenyl, 1- 
propenyl, 2-propenyl, i^tenyi, ?-butenyl, 3-butenyl, 
hydroxy ethenyl, hydro^pyopenyl , efcbynyl, 1-propynyl, 2- 
propynyl, 1-butynyl, 2*butynyl, 3-butynyl, hydroxyethynyl, 

15 hydroxypropyny 1 , cyclobutyl f cyclopentyl, cyclohexyl, 
cycloheptyl , cyclobutylwethy}. , pyclopentylmethyl , 
cyclohexylmethyl , eye Johe^ylethyl / cyclohexylpropyl, 
cyclbheptyimethyl, c^noetftyl, ^jriijippropy 1 ] 
bis(hydro>^ethyl)Tnethpxymethy3-/ methylcarbonyl, N- 

20 benzyl oxycarbonylaininpinettyl , N-methoxycarbonylairunomethyl , 
N-methoxycarbonylamiraomethy 1 < cy^nopentyl , phenyl 
optionally substituted at 3 substitutable position by 
fluoro, chloro, bromo, iodo, carboxy, carboxymethy 1 , 
methyl, ethyl, n-propyl, isopropyl, butyl, tert -butyl, 

25 isobutyl, methoxy, ethoxy, propoxy and butoxy, heteroaryl 
selected from pyridyl, thienyl, thiazolyl, oxazolyl, 
imidazolyl, pyrrolyl, furyl and guinolyl, optionally 
substituted at a substitutable position by fluoro, chloro, 
bromo, iodo, carboxy, carboxymethy 1, methyl, ethyl, n- 

30 propyl, isopropyl, butyl, tert -butyl, isobutyl, methoxy, 
ethoxy, propoxy and butoxy, lower aralkyl selected from 
benzyl, phenethyl, diphenylmethyl and phenylpropyl, 
optionally substituted at a substitutable position on the 
phenyl radical by fluoro, chloro, bromo, iodo, carboxy, 

35 carboxymethy 1 ., methyl, ethyl, n-propyl, isopropyl, butyl, 
tert -butyl, isobutyl, methoxy, ethoxy, propoxy and butoxy, 
lower heterocyclylalkyl selected from pyrrolidinylmethyl, 
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pyrrol idinylethyl, pyrrplylpropy 1 , pyrrolyl ethyl, (2- 
methylimidazolyl ) propyriylphenylmethyl , piperidinylethyl, 
and tetrazolylpentyl, optionally substituted at a 
substitutable position W flupfp, chloro, bromo, iodo, 
5 carboxy, carboxymethy;). < jnetfty}., etbyl/ n-propyl, isopropyl, 
butyl, tert -butyl, isobutyl, jnethoxy, ethoxy, propoxy and 
butoxy, phenoxymetbyl optionally substituted at a 
substitutable position pn the phenyl radical with fluoro, 
chloro , bromo , iodo , carboxy , carboxymethy 1 , methyl , ethyl , 

10 n-propyl, isopropyl, butyl 4 tert -butyl, isobutyl, methoxy, 
ethoxy, propoxy and butoxy, fcejizyloxymethyl optionally 
substituted at a substitutable position on the phenyl 
radical with fluoro, chloro, bpoyno, iodo, carboxy, 
carboxymethy J , methyl / ethyl, n-propyl, isopropyl, butyl, 

15 tert-butyl, isobutyl, ^ethoxy, ethoxy, propoxy and butoxy, 
heteroaryloxyalkyl selectee! £rpifl pyridyloxymethyl and 
guinolyloxymethyl , optionally substituted at a 
substitutable position with f iupro, chloro, bromo, iodo, 
carboxy, carboxymethy 1 f metftyl f ethyl , n-propyl, isopropyl, 

20 butyl, tert-butyl, isobutyl, jnetftpxy, ethoxy, propoxy and 
butoxy, methoxycarbony 1 , etftoxycarbony 1 , propoxycarbonyl , 
butoxycarbonyl , methoxycarbony Imethyl , 
e t hoxy carbony lme thy 1 , methoxycarbony 1 ethyl , 
ethoxycarbonylethyl , carboxy, carboxymethy 1 , carboxyethyl , 

25 carboxypropyl , carboxypentyl , carboxybutyl , 
phenylthiomethyl, aminocarbony Imethyl , N- 
methylaminocarbonylmethyl and N,N- 

dimethylaminocarbony Imethyl ; wherein r! is selected from 
cyclobutyl, cyclopentyl, cyclohexyl, cycloheptyl, 1- 

30 cyclohexenyl, 2-cyclohexenyl, 3-cyclohexenyl, 

cyclopentenyl, cycloheptenyl, phenyl, naphthyl, pyridyl, 
thienyl, thiazolyl, oxazolyl, imidazolyl, furyl, quinolyl, 
benzothiazolyl, 2 , 3-thianaphthalenyl, 2,3- 
dihydrothianaphthalenyl, 2, 3-benzofuryl , and 2,3- 

35 dihydrobenzofuryl, wherein Rl is optionally substituted at 
a substitutable position by methyl, ethyl, n-propyl, 
isopropyl, butyl, tert-butyl, isobutyl, amino, methoxy, 
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ethoxy, propo^, butoxy, N-methy^amino, N , N- dime thy 1 amino , 
fluoro, chloro, bromo and iodo; wherein R 2 is selected from 
methyl, and amino; wherein ^3 £3 selected from hydrido, and 
methyl . 

5 Within Formula J there is §. subclass of compounds of 

high interest represented fcy Formula II : 




10 wherein R 2 is selected frpin lower alkyl and amino; 

wherein R 4 is selected frprn hydrido, alkyl, alkylamino, 
alkoxy and halo; and wherein is selected from halo, 
mercapto, caiboxyalkylthip, c^rboxyalkylthioalky 1 , 
carboxyalkoxy, carboxy^lkpxy^lHyl , haloalkoxy, alkyl thio, 

15 alkylsulf inyl, alkylsulf onyi, slkpxy, aryloxy, alkylamino, 
aminocarbonyl, alkoxyalkyi, carhoxy (haloalkyl) , aminoalkyl, 
hydroxyalkoxyalkyl , alkylcarbonyl, phosphonylalkyl, 
alky lcarbony laminoalky 1 , aralkoxycarbony laminoalkyl , amino 
acid residue, heterocyclylalkyl, and cyanoalkyl; or a 

20 pharmaceutically-acceptable salt thereof. 

A preferred class of compounds consists of those 
compounds of Formula II wherein R 2 is selected from lower 
alkyl and amino; wherein R 4 is selected from hydrido, lower 
alkyl, lower alkylamino, lower alkoxy and halo; and wherein 

25 R 5 is selected from halo, mercapto, lower carboxy alkyl thio, 
lower carboj^alkylthioalkyl, lower haloalkoxy, lower 
alkylthio, lower alkylsulf inyl, lower alkylsulf onyl, lower 
alkoxy, aiyl_*xy, lower alkylamino, aminocarbonyl, lower 
alkoxyalkyl, lower carboxy (haloalkyl) , lower aminoalkyl, 

30 lower hydroxyalkoxyalkyl , lower alkylcarbonyl, lower 
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phosphonylalkyl, lower alkylc^rbonylaminoalkyl , lower 
aralkoxycarbonylamino^lky 1 , smino acid residue, lower 
heterocyclylalkyl, anc} lgwe^r cyajiqalkyl; or a 
pharmaceutically-accept^kle s^lt thereof. 
5 A class of coxrtppi^4s of particular interest 

consists of those conrppvmcte of Fpnrnila II wherein R^ is 
selected from methyl $n4 SJftiftQ? wherein R 4 is selected 
from hydrido, methyl, et^y^, n-p^opyl, isopropyl, butyl, 
tert -butyl, isobutyl, ajni^O/ rnethoxy, ethoxy, propoxy, 

10 butoxy, N-methylaminp, ^N-dijnethylairano, fluoro, 

chloro, bromo and ipclp; $#4 wherein R 5 is selected from 
chloro, fluoro, bromo, ipc}q f mejrc^pto, 
carboxymethylthio , car^pxyethylthio, 
carboxyethylthiomethyl, trif luoqromethoxy, methylthio, 

15 ethylthio, methylsulfiny}, prietjiylsulf onyl, methoxy, 
ethoxy, propoxy, butoxy, p&enyio:^, benzyloxy, N- 
methylamino, N,N-dimet]Tyiami^P f N,N-diethylamino, 
aminocarbonyl, methoxymethyl < ft^bromo-carboxymethyl/ 

aminoethyl, bis (tiydro>^et^^ 
20 methylcarbonyl, N-methy Jca^lppnyl^nanomethyl , 

aminopropyl, pyrrolidinylmethyl/ pyrrolidinylethyl , 

pyrrolylpropyl , pyrrolyl ethyl, 

methylcarbonylaminomethyl / N- 

(benzyloxycarbonyl) aiiunomethyl, N- 
25 (benzyloxycarbonyl) aminoethyl, N- 

(benzyloxycarbonyl)aminopropyl, N-methyl-N- 

(benzyloxycarbonyl) aminoethyl, [N- 

(phenylmethoxycarbonyl ) amino] methoxycarbonylpropyl , [N- 
(phenylmethoxycarbonyl ) amino] carboxypropyl , 
30 piperidinylethyl, tetrazolylpentyl, and cyanopentyl; or 
a pharmaceutical ly-accept able salt thereof. 

Within Formula I there is a subclass of 
compounds of high interest represented by Formula III 
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III 



wherein R 2 is selected from lower alkyl and amino; 
wherein R 4 is selected from hydn-do, lower alkyl, lower 
5 alkylamino, lower alkoxy and ftslQ; wherein R 6 is -Y-Q ; 
wherein Y is selected ivm ftfyl f heterocyclyl, 
alkoxyalkyl, aryloxy^lkyl , ^IHyJa^yloxyalkyl, 
aralkoxyalkyl , alkyl^y^lkoxyalKyl , aminoalkyl , 
heterocyclylalkyl , all^lheterocyclyl , 

10 alkylheterocyclylalkyl, §lkylar&lkyl, aralkyl, 
alkynylaralkyl, alkyl < slKylsylf onylalkyl , 
alkylthioalkyl, and alkylwlfonylaminoalkyl; and 
wherein Q is an acidic moiety ^elected from carbojQrlic 
acid, tetrazole, phosphorous ^CQ^taining acids, sulfur- 

15 containing acids, and the airiide, ester and salt 

derivatives of said acids; provided Y is not methyl 
when Q is -P(O) (OH) 2; and further provided Y is not 
methyl or ethyl when Q. is carboxyl; or a 
pharmaceutically-acceptable salt thereof. 

20 A preferred class of compounds consists of those 

compounds of Formula III wherein is selected from lower 
alkyl and amino; wherein R 4 is selected from hydrido, lower 
alkyl, lower alkoxy and halo; wherein Y is selected from 
phenyl, five and six merribered heterocyclyl , lower 

25 alkoxyalkyl, lower aminoalkyl, lower heterocyclylalkyl, 
lower alkylheterocyclyl, lower alkylheterocyclylalkyl , 
lower aryloxyalkyl, lower alkylaryloxyalkyl, lower 
aralkoxyalkyl, lower alkylaralkoxyalkyl, lower 
alkylaralkyl, lower alkynylaralkyl, lower aralkyl, lower 

30 alkylsulf onylalkyl, lower alkyl thioalkyl, alkyl, and lower 
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alkylsulfonylaminoalkyl; whereiri Q is selected from 
carboxyl, lower alkoxyc^rfcopyl, lower aralkoxycarbonyl, 
tetrazolyl, 

0 

— P ^0£? and 



and wherein each of R 7 is independently selected 

from hydrido, lower alkyl, lpwe|r cycloalkyl, phenyl and 
lower aralkyl; or a pharm^ce\itically-acceptable salt 
10 thereof. 

A class of coirpoui}cls of particular interest consists 
of those compounds of FQrn*v4§ III wherein R^ is selected 
from methyl and amir^o; wftejrein is selected from hydrido, 
methyl, methoxy, fluojro, Gfrlppo a^d bromo; wherein Y is 

15 selected from phenyl, py^i^y!, pyrrolyl, pyrrolidinyl, 
imidazolyl , piper idinyl f Ttiet^oxyxiaethyl , 3 -aminopropyl , 
pyrrolylmethy 1 , pyrrqUdiRylmetfryl, pyrrolylpropyl, 
methylpyrroly 1 , ethylphe^ylwethy I < jnethy lpheny lethy 1 , 
phenoxymethyl , methylphenpxyiTiethy 1 , benzyl , 

20 ethylsulf onylmethyl, ethyl t hi ojne thy 1 , methylthiomethyl , 
methylthioethyl, methyl, ethyl, propyl, pentyl, 2,2- 
dimethy lpropy 1 , 2,2 -dimethylbutyl , 3,3 -dimethy lbuty 1 , 2 - 
methylpropyl , butyl, and methyl sulfonylaminop ropy 1 ; wherein 
Q is selected from carboxyl, methoxycarbonyl , 

25 ethoxycarbonyl , t ert-butoxycarbonyl , benzylo^carbonyl , 
tetrazolyl, 

O 

II 

— P —OR 7 and 

R 7 

30 and wherein each of R 7 and R 8 is independently selected 
from hydridO/ methyl, and ethyl; or a pharmaceutically- 
acceptable salt thereof. 



f 

P— OR 8 



OR 8 



P — OR 8 



OR a 
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A family of specific compounds of particular interest 
within Formulas I-III consists of compounds and 
pharmaceutically-accept§}jle s^lts thereof as follows: 



5 4-[2-[[4-[3-( hydroxy ) ^ I -pjropynyl J pheny 1 ] methyl ] -4- 
phenyloxazol-5 -yl ] feeRzer^egulf onamide ; 
4-[2-[[4-[3-(N, N-dirnethy ISflM-RP > - 1 -propyny 1 ] phenyl ] 

me thy 1 ] - 4 -pheny 1 ox$ z p 1 - § r-y 1 ] e R z ene s ul f onami de ; 
4- [2- [ [4- [3- (N,N-cUmethyl^i#p) propyl] phenyl] methyl] -4- 
10 phenyloxazol-5-yi]^^?e^esulfonainide; 

4- [2- [ [4- [3- (hydroxy) - 1 -p?rppyny 1 ] phenyl ] methyl ] -4* 

pheny 1 oxa z o 1 - 5 -y 1 ) eft g e^e g y I f pnsini de ; 
1, 1-dimethylethyl [3- [4- [ [§* [4- (ajqainosulfonyl) phenyl] -4- 
phenyloxazol -2 -yl] methyl} phenyl} -2 -propyny 1] carbamate; - . 
15 4-[2-[ [4-[3-(2-methyl-lH^tTni^?Pl-l-yl)-l-propyl]phenyl] 
methyl ] - 4 -pheny \q%$ zpl^y^ fcenz ene sul f onami de ; 
4- [2- [ [4- [3- (amino) -Ir-prppynyl ) phenyl ] methyl ] -4- 
pheny 1 oxa z o 1 - 5 -y 1 ] Tq eya? ej;§ p u 1 f onami de ; 

4- [2- [ [4- [3- (tert-butyl^minp) ~l-p?ropynyl] phenyl] methyl] - 
20 4-phenyloxazol^5^yi)be^zenesulfonamide 

pheny lmethyl [ 2 - [ 5 - [ 4 - ( aminpsul f pny 1 ) phenyl ] -4- 

phenyloxazol-2 -yl ] methyl ] eaj?fe9ir»t e ; 
pheny lmethyl [2- [5- [4- ( ^painpgulf onyl) phenyl] -4- 
phenyloxazol -2 -yl ] ethyl ] carbamate ; 
25 pheny lmethyl [2- [5- [4- (aminosulfonyl) phenyl] -4- 
phenyloxazol-2 -yl ] ethyl ] methyl carbamate ; 
pheny lmethyl [2 - [5 - [4 - (aminosulfonyl) phenyl] -4- 

phenyloxazol-2 -yl ] propyl ] carbamate ; 
methyl 5- [4- (aminosulfonyl) phenyl] -aR- 
30 [ [ ( pheny lmethoxy) carbonyl] aminno] -4-phenyloxazole-2- 
butanoate; 

5- [4- (aminosulfonyl) phenyl] -cxR- 

[ [ (pheny lmethoxy) carbonyl] aminno] -4-phenyloxazole-2- 
butanoic acid; 

35 4- [4- (3-chloro-4-methoxyphenyl) -2-trif luoromethyl-5- 
oxazolyl ] benzenesulf onamide ; 
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4 - phenyl -2- (benzyloxyiaethyl) -5^ (4- 
methylsulf onylphenyl ) oxazole; 

5- phenyl-2- (benzyloxymethyl) -4" (4- 
methylsulf onylphenyl ) Q^a^ple; 

5 [4- (3-f luoro-4-methp>^henyl) ^5r- (aminosulfonylphenyl) -2- 
oxazolyl ] methanol ; 
4- [5-phenyl-2-methy}-4-rpx$zplyl] benzenesulf onamide; 
4- [5 - (4-broncphenyl) r-g-roetftyl^- 
oxazolyl ] benzenesulf p^s^iide ; 
10 4- [5- (4-bromophenyl) »2«^iethPxymethyl-4- 
oxazolyl] benzenesulf pnMP-4e ; 
4- [2-methoxymethyl-5-pkeayl-4*- 
oxazolyl] benzenesulf pn§ffti4e ; 
[5- (aminosulfonylphenyl) r4^phenyl-2 -oxazolyl] -2-ethanol; 
15 [5- (aminosulfonylphejiyl) ^4Trpkenyl-2-oxazolyl] -1-ethanol; 
4- [4- (3-f luorophenyl) ^3rn\ethyi-5- 

oxazolyl] benzenesulf pp^icje ; 
4- [4- (4-chlorophenyl) ^2^ethp?QWetbyl-5- 
oxazolyl] benzenesulf pn^jjiicle; 
20 4- [4- (4-chlorophenyl ) -2-methyl-5- 
oxazolyl]benzenesulf onamicje; 
[4- (phenyl) -5- (aminosulfonylphenyl) -2 -oxazolyl] -cc,a- 

dimethylmechanol ; 
4- [4- (4-fluorophenyl) -2-methyl-5- 
25 oxazolyl] benzenesulf onamide ; 

4- [4- (3-chlorophenyl) - 2 -methoxyme t hy 1 - 5 - 

oxazolyl] benzenesulf onamide; 
4- [4- (3-chlorophenyl) -2 -ethyl -5- 
oxazolyl ] benzenesulf onamide ; 
30 [4- (3-chlorophenyl) -5- (aminosulfonylphenyl) -2-oxazolyl] - 
2 -methanol; 

[4- (4-chlorophenyl) -5- (aminosulfonylphenyl) -2-oxazolyl] - 

2 -methanol; 
4- [5- (4-chlorophenyl) -2-methoxymethyl-4- 
35 oxazolyl] benzenesulf onamide; 

4- [5- (3-chlorophenyl) -2 -methoxyme thy 1-4- 

oxazolyl] benzenesulf onamide ; 
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4- [5- (3-chlorophenyl) -2-ethyl-4r- 

oxazolyl ] benzenesulf onajriide ; 
4- [5- (4-f luorophenyX) -2 -rnet^oxy^e thyl -4 - 

oxazolyl] benzenesulf on^^e? 
5 4- [4-phenyl-2- (l-methyltrg^yfrQlyl) -5- 
oxazolyl ] benzenesulf onsmicfe f 
4- [4-phenyl-2- (methylc^bpnyl^inoinethyl) -5- 

oxazolyl] benzenesulf qn^mi^e; 
4 - [5 - (4-chlorophenyl) -^et&yl^- 
10 oxazolyl ] benzenesulf pn§mi4e } 

4- [4- (3 , 4-dichlorophenyl) ^l^ethyl-rS- 
oxazolyl]benzenesulfqn^ni^§f 

[4- (3-chlorophenyl) -5- (^rninp§ulfpnylphenyl) -2 -oxazolyl ] - 

a,a-dimethylmethanql f * 
15 [5- (3-chlorojrhenyl) -4^ (^npgylfonylphenyl) -2 -oxazolyl ] - 

oca-dimethylmethanol j 
[4- (phenyl) -5- (ainino^ulfpnylp^enyl) -2 -oxazolyl] -2- 

propanol ; 

(R) 4-[4-phenyl-2-[2-(l-py^plyl)ethyl] -5- 
2 0 oxaz oly 1 ] benzenesul f on^ni'^e } 

(S) 4- [4-phenyl-2- [2- (l-pyr^olyl) ethyl] -5- 

oxazolyl ] benzenesulf onsmicje 
4 - [ 4 -phenyl - 2 - { 2 -pyrrolyl ) - 5 
oxazolyl ] benzenesulf onamide ; 
25 5- [ ( 4-aminosulfonyl) phenyl ] -4-phenyloxazole-2-pentanoic 
acid; 

methyl 5- [ {4-aminosulf onyl) phenyl] -4-phenyloxazole-2- 
butanoate; 

5- [ {4-aminosulfonyl)phenyl] -4-phenyloxazole-2-butanoic 
30 acid; 

3 - [ [ [5- [4 -aminosulfonyl) phenyl] -4-phenyloxazol-2- 
yl] methyl ]oxy] acetic acid; 

5- [ (4-aminosulfonyl) phenyl] -4-phenyl-p,p-dimethyloxazole- 
2-butanoic acid; 
■ 35 methyl 5- [ (4 -aminosulfonyl) phenyl] -4-phenyloxazole-2- 
hexanoate; 
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5» [ (4-aminosulfonyl) phenyl] -4-pftenyloxazole-2-hexanoic 
acid; 

diethyl [ [5- [ ( 4 -aminos^ fonyl) phenyl] -4-phenyloxazole-2- 

yl ] propyl ] phosphorate j 
5 [ [5- [ ( 4 -aminosulfonyl) p^epyl] -4-phenyloxazole-2- 

yl] propyl ]phosphonic scic}/ 
diethyl [ [5- [ (4-aminosulf pnyl) phenyl ] -4-phenyloxazole-2 - 

y 1 ] methyl ] pho sphon$t e j 
ethyl [ [5-[ ( 4 -amijiosulforiyj) phenyl] -4-phenyloxazole-2- 
10 yl ] methyl] phosphorate / 

3-[ [ [5- [4-aminosulfpx^yl) phenyl] -4~phenyloxazol-2- 

yl]methyl] sulfony^]prpp^oic sold; 
methyl 3- [ [ [5- [ 4 -aminqsu^fqny}-) phenyl] -4-phenyloxazol-2- 

yl] ethyl] thio] acetate f - 
15 3 - [ [ [ 5 - [ 4 -aminosulfonyl ) pftejiyl ] -4-phenyloxazol -2 - 

yl] ethyl] thio] acetic §ci<3j 
tert -butyl 3 - [ [ [5- [ 4 -smiflosylfonyl) phenyl] -4- 

phenyloxazol-2-yl] jnetj^yl] thio] acetate ; 

3- [ t [5- [4 -aminosulfonyl) phenyl] -4^phenyloxazol-2- 
20 yl] methyl! thio] acetic acicj; 

5- [ ( 4-aminosulfonyl) phenyl ] -4-rpheTiyl-p-metl^loxazole-2- 

butanoic acid; 
methyl 5- [ (4-aminosulfonyl) phenyl] -4-phenyl-p- 
methy loxazole-2 -butanoate ; 
25 4- [2-cyanopentyl-4-phenyloxazol-5-yl]benzenesulfonamide; 

4- [ <2-tetrazolyl)pentyl-4-phenyloxazol-5- 
yl ] benzenesul f onamide ; 

[ [ [5- [ (4-aminosulfonyl) phenyl] -4-phenyloxazol-2- 
yl]methyl]-l-pyrrol-2-yl]carboxylic acid; 
30 methyl [ [ [5- [ (4 -aminosulfonyl) phenyl] -4-phenyloxazol-2~ 
yl] methyl] - 1 -pyrrol -2 -yl ] carboxy late; 
[ [ [5- [ (4-aminosulfonyl) phenyl] -4-phenyloxazol-2-yl] -2- 

pyrrol-l-yl] acetic acid; 
ethyl [ [ [5- [ (4-aminosulfonyl) phenyl] -4-phenyloxazol-2- 
35 yl] - 2 -pyrrol -1-yl] acetate; 

methyl [ [ [5- [ (4 -aminosulfonyl) phenyl] -4-phenyloxazol-2- 
yl] methyl] -l-pyrrolidin-2-yl] carboxylate; 
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methyl [ [ [5»[ ( 4 -aminosul f ony 1) phenyl] -4-phenyloxazol-2- 

yl ] propyl ] aminosulf onyl ] acetate ; 
5- [ ( 4-aminosulfonyl) phenyl ] -4^phenyl-pS-amino-oxazole-2- 
butanoic acid; 
5 [5-[ <4-airdnosulfoRyl)pb 
yl ] ethyne ; 

4 - [ 2 -propar gy 1 -4 -pheny ipx^ so} - 5 ry 1 ] ben zenesul f onamide ; 
[ 5 - [ ( 4 -aminosul f ony 1 ) phenyl J ^4 -phenyl -oxazol-2 - 

yl]ethanamine; 
10 4- [ (1-piperidinyi) ethy;-4-phenylpxazol-5- 

yl] benzenesul fonairq4e; 
4- [2- (l-pyrrolidiny})^ethy}-4-phenyloxazol-5- 

yl ] benzenesul f onamicje ; * 

4- [2- [bis (hydroxymethy^)inethQxy] ethyl-4-phenyloxazol-5- 
15 y 1 ] benzenesul f onami4e ; 

methyl [5-[ ( 4 -aminosylfpny;) phenyl] -4- (3, 4- 
dichlorophenyl ) oxeizole] -2-pjrppanoate; 

5- [ (4-aminosulfonyl) phenyl] ~4~ (3, 4^ 
dichlorophenyl ) oxazole-2 -propanoic acid; 

20 methyl [5- [ ( 4 -airdnosul f ony 1) phenyl] -4- (3, 4- 

dichlorophenyl ) oxazoje] ^rrfcutanoate; 
5-[ (4 -aminosul fonyl) phenyl] -4- (3,4- 

dichlorophenyl) oxazole-2-but^noic acid; 
methyl [5-[ (4 -aminosul fonyl) phenyl] -4- (3,4- 
25 dichlorophenyl) oxazole] -2-pentanoate; 
5- [ (4-aminosulfonyl) phenyl] -4- (3,4- 

dichloroplienyl) oxazole-2-pentanoic acid; 
4- [ (4-aminosulfonyl) phenyl] -5- (4-f luorophenyl) oxazole-2- 

pentanoic acid; 

30 5 - [ (4 -aminosul f ony 1) phenyl] -4- (3 , 4 -dichlorophenyl) -p, p- 
dimethyloxazole-2-butanoic acid; 
4- [ (4-methylsulfonyl) phenyl] -5- (3 , 4- 

dichlorophenyl ) oxazole-2-butanoic acid; 

4- [ (4-aminosulfonyl) phenyl] -5- (3,4- 

35 dichlorophenyl) oxazole-2-butanoic acid; 

5- [ (4-aminosulfonyl) phenyl] -4-phenyl-aS- (lH-pyrrol-1- 
yl)oxazole-2-butanoic acid; 
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2- [5- t (4-aminosulfonyl) phenyl] ^-4-phenyloxazol-2- 
yl] ethan-2-one; 

4- (2-etheny3 ) -4-phenyl-pxazol-5"yl]benzenesulfonamide; 

3- [ [ [5- 1 4 -aminosulfoi^yl) phenyl] -4~phenyloxazol-2- 
5 yl] methyl ]thio] prop WQ.iq 

3- [ [ [4- [ 4 -aminosulfpnyl) phenyl) r5-rphenyloxazol-2- 
yl ] methyl) thio] prppa^pic sci4? 

4- [2- [5- [ (4-aminosulfonyl (phenyl) ?-4-phenyl-oxazol-2- 
yl ] methyl Jbenzenep^op^ppiq $ci&; 

10 methyl 4-[2-[5-[ ( 4 -i^nPSUlfenyl ) phenyl] -4 -phenyl - 
oxazol -2 -yl ] methyl ] henzenep^pynpic acid; 

5- [ (4-aminosulfonyl) phenyl) -4^ (4^-fluorophenyl) oxazole-2 - 
pentanoic acid; 

4- [2-ethyl-4- (3-f luorophenyl) o^zpl^S- 
15 yl ] benzenesul f onami^e f * 

methyl 5- [ (4-airdnosulfpnyl)phenyl) *r4-phenyloxazole-2- 

pentanoate; 
methyl 4- [ (^-aminosulfpnyl) phenyl 3 ^ (4- 
f luorophenyl ) oxcizple^pentane^te; 
20 methyl 5- [ (4-airunosulfpnyl) phenyl) -4- (3 , 4- 

dichlorophenyl) -0, p--aimethylpx3£ole-2-butanoate; 
methyl 4- [ ( 4 -methylsulfonyl) phenyl] -5- (3 , 4- 

dichlorophenyl ) oxazole-2 -butanoat e; 
methyl 4- [ (4-aminosulfonyl) phenyl] -5- (3 , 4- 
25 dichlorophenyl ) oxazole-2 -butsnoate; 

methyl 5- [ (4-aminosulfonyl) phenyl] -4-phenyl-ccS- (1H- 

pyrrol-l-yl) oxazole-2 -butanoate; 
tert butyl 3- [ t [5- [4-aminosulfonyl ) phenyl] -4- 
phenyloxazol-2 -yl ] methyl ] thio] propanoate ; 
30 tert butyl 3- [[ [4- [ 4-aminosulfonyl ) phenyl] -5- 
phenyloxazol-2-yl ] methyl ] thio ] propanoate ; 
methyl 5- [ (4-aminosulfonyl) phenyl] -4- (4- 

f luorophenyl ) oxazole-2-pentanoate; 
ethyl [4 - (4-aminosulfonylphenyl) -5- (3-f luoro-4- 
35 metho^cfphenyl) ] -2-oxazoleacetate; 

[4- ( 4-aminosulfonylphenyl ) -5-cyclohexyl] -2-oxazoleacetic 
acid; 
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[5- (4-airanosulfonylphenyl) -4- (4-chlorophenyl) ] -2- 

oxazoleacetic acid; 
[4-(4-aminosulfonylphei>yl) (4-pJilorophenyl) ] -2- 

oxazoleacetic acidj 
5 [4- (4-aminosulfonylphenyJ) ^5- (3-(3Wpro-4-f luorophenyl) ] - 

2-oxazoleacetic ^ci4; 
[4- (4-aminosulfonylphenyJ) -5- (3 , 4-dichlorophenyl) ] -2- 

oxazoleacetic aci^f 
[4 - (4-amnosulfonylpheriylTr5- (3 , 4~4if luorophenyl) ] -2- 
10 oxazoleac-3*;ic scicj? 

[5- (3 , 4 -dif luorophenyl) ^rtrif ;uprpmethyl-4- 

oxazolyl] benzenesulf ofls^de; 

[5- (4-aminosulfonylphe^yl) -4-p^enyl] -2-oxazolepropanoic 
acid; 

15 4- [4-phenyl-5-oxazplyl]benzenesulfpTiainide; 

4- [2-chloro-4*phenyl-5-px^zplyJ]feenzenesulfonainide; 
4- [2-mercapto-4-phenyl^5-px&SQlyJ]ken^ 
4- [2- (3-chlorophenoxy) ^4 -phenyl^ 
( oxazolyl ] benzenes^ J t Qnsmi^e ; 
20 5-(4-aminosulfonylphenyl) ^ 4 ^phenyl -2- 
oxazolemercaptoacetic acic}; 
4- [4 -phenyl -2- (2,2 , 2-trif lupp3ethoxy-5- 

oxazolyl ] benzenesulf pn^mide ? 
4- [2- {methyl thio) -4-phenyl-5- 
25 oxazolyl] benzenesulf onamide; 

4- [2-methyl-4-phenyl-5-oxazolyl]benzenesulfonamide; 
4 - [ 2 -methyl s ul f i ny 1 ) - 4 -phenyl - 5 - 

oxazolyl ) benzenesulf onamide ; 
4- [2- (methylsulfonyl) -4-phenyl-5- 
3 0 oxazolyl ] benzenesulf onamide ; 

4-[2-(2,3,4,5, 6-pentaf luorophenoxy) -4-phenyl-5- 

oxazolyl ] benzenesulf onamide ; 
4- [2 -methoxy-4-phenyl-5-oxazolyl] benzenesulf onamide; 
ethyl 2-[ [5-(4-aminosulfonylphenyl)-4-phenyl-2- 
35 oxazolyl] oxy] benzoate; 

ethyl 3 - [ [5- (4-aminosulf onylphenyl) -4-phenyl-2- 
oxazoly 1 ] oxy] benzoat e ; 
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4 - [2- {N,N-dimethylainino) -4-p^e^yl-5- 

oxazolyl] benzenesulf pn$mi3?f 
4- [5- (4-chlorophenyl) iygrpniethyl-4- 
oxazolyl] benzenesulf g^a^ti^e f 
5 4- [5- (3-fluoro-4^inet^Q3^henyi^?-trifiuoroinethyl) -4- 
oxazolyl ] benzenesulf gr^s^ii^e ; 
4 -methyl -3- [ 5 -phenyl -2 - t pi f luoppmetjiyl -4 - 

oxazolyl ] benzenes^! fpr*ajni4e ; 
4- [4- (3-amnosulfo^yl-4r!ne^ 
10 5 -oxazolyl ] benzenesul f mm\i 3§ f 

4 -methyl -3- [4-phenyl^2^fepif lypFPmethyi-S- 
oxazolyl ] benzenesulf pi^ajnicje } 
4 - [ 4 - (N, N-dimethy la^i^P ) phenyl ~2 -tri fluoromethyl - 5 - 
oxazolyl ] benzenesulf priajftiie ? 
15 [ 4 - { 4 -amino sul f ony lp^eny \) -5^ (3-f Juor o - 4 - 
methoxyphenyl) ] -2-px^zp;e^cetic acid; 
4- [4-airdnosulforiylphenyl) =5r ( 3 ^f luoro-4 -methoxyphenyl) - 

2 -oxazolyl ] a-bromp^cetie sgid; 
4- (4-methylphenyl) -5- (4^met]iyl?ulf onylphenyl) -2- 
20 trifluoromethylox^zple; 

4- [5- (3-fluoro-4-methpxyphenyl) ^?-methyl-4- 
oxa z o ly 1 ] ben z en e sul f QTX$mi <3e ; 

5- ( 3 -fluoro -4 -methoxyphenyl) *-4~ (4-methylsulf onylphenyl) - 
2-trif luoromethyloxazole; 

25 4- [5- (3-bromo-4-methoxy-5-f luorophenyl) -2- 

trif luoromethyl-4-oxazolyl]benzenesulfonamide; 
[5- (4 -amino sul f onylphenyl) -4-phenyl] -2- 

oxazolecarboxamide ; 
4- [2-methoxymethyl-4-phenyl-5- 
30 oxazolyl] benzenesulf onamide; 
4- [2-benzyl-5- (phenyl) -4- 

oxazolyl] benzenesulf onamide; 
4- [2 -benzyl - 5- (2-f luorophenyl) -4- 
oxazolyl] benzenesulf onamide ; 
35 4- [2-benzyl-5- (3-f luorophenyl) -4 - 
oxazolyl] benzenesulf onamide; 
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4 - [ 2 -benzyl - 5 - ( 4 - f 1 uorop^efiy 1 ) - 4 - 

oxazolyl] benzenesulf pn^ni4ef 
4- [2-benzyl-5- (2 , 4-dif luq}rpp]ienyl) -4- 

oxa z o ly 1 ] ben z ene sul f p#a#ii ; 
5 4- [2-benzyl-5- (2 , 5-dif luppppbenyl) -4- 

oxazolyl ] benzenesvU f pfla^cle ; 
4 - [ 2 -benzyl -5 - ( 2 , 6 -4i f ;up^opheny 1 ) -4 - 

oxazolyl] benzenesuifpftsflftide; 
4- [2-benzyl-5- (3, 4-dif luppppfteRyl) -4" 
1 0 oxa z o ly 1 ] ben z ene s\4 f pn§tfii 3e j 

4- [2-benzyl-5- (3 , 5-dif iuappphenyi) -4- 

oxazolyl ] benzene sul f p^^ni^e ; 
4 - [ 2 -benzyl - 5 - ( 2 -chlo^apbeny I ) - 4 - 

oxazolyl ] benzenes\;U pnamicje j 
15 4- [2-benzyl-5- ( 3 -chlppppheny 1 ) ^ 

oxazolyl] benzenesulfpn^mi^e j 
4- [2 -benzyl -5- (4-chlorppkenyJ.) ^ 

oxazolyl ]benzenesulf onamide ; 
4- [2 -benzyl -5- (2 , 4-<Uchlprophenyl ) -4- 
20 oxazolyl ] benzenesulf p&amide ; 

4 - [ 2 -benzyl -5- (2,5- dichloraphejay 1 ) -4 - 

oxa z o ly 1 ] ben z ene sul f on^xtd de ; 
4- [2-benzyl-5- (2, 6-dichlorophenyl) -4- 

oxaz oly 1 ] ben z enesul f onami de ; 
25 4- [2 -benzyl -5- <3, 4-dichlorophenyl) -4- 

oxa z o ly 1 ] ben z enesul f onami de ; 
4- [2 -benzyl -5- (3 , 5-dichlorophenyl) -4- 

oxa z o ly 1 ] b en z enesu 1 f onami de ; 
4- [2 -benzyl -5- (2-methoxyphenyl) -4- 
3 0 oxazolyl ] benzenesul f onamide ; 

4-[2-benzyl-5- ( 3 -methoxypheny 1 ) -4- 

oxazolyl ] ben z enesul f onamide ; 
4- [2 -benzyl- 5- (4-methoxyphenyl) -4- 

oxazolyl ] benz enesulf onamide ; 
35 4- [2-benzyl-5- (2 , 4-dimethoxyphenyl) -4- 

oxazolyl ] benzenesulf onamide ; 
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4- [2-benzyl-5- (2 , 5-dimethoxyphenyl) -4- 

oxazolyl] benzenesulf onamide; 
4- [2 -benzyl -5- (2 , 6-diinet}io>^phenyl) -4- 

oxazolyl] v enzenesulfpr?ain44ef 
4 - [ 2 -benzyl -5-0,4 -di^etftp^ftejiyl ) -4 - 

oxazolyl ] benzenes^ onsm^e ? 
4- [2 -benzyl -5- (3 , 5 -diinet^pxyphepy 1 ) -4 - 

oxazolyl ] ben z enes ul f o^^ini 4e ; 
4- [2 -benzyl -5- ( 2 -metbylp^yl ) ^ 

oxazolyl] benzenesulf onajnide ; 
4- [2 -benzyl -5- ( 3 -methy}pl}eny } ) -4- 

oxazolyl] benzenesulfp^^Tii4e ; 
4- [2 -benzyl -5- (4-met]iylpl>e?iy;) -4r 

oxazolyl ] benzejiesul f pnsmi^e ; 
4- [2~benzyl-5- (2 , 4-4i^ethylRhe^yl ) -4- 

oxazoly 1 ] benzenesul f p^smide r * 
4- [2-benzyl-5- (2 , 5-4i.met}iylpheny; ) -4- 

oxazolyl] benzenesulf pnsmide; " 
4- [2 -benzyl • 5- (2 , 6-diinethylphenyl ) -4- 

oxazolyl ] benzenesul fp^^jnide ; 
4- [2 -benzyl -5- (3,4-dimethylphenyl) -4- 

oxazolyl ] benzenesulf on^nide ; 
4- [2 -benzyl -5- (3 , 5-dimethylphenyl ) -4- 

oxazoly 1 ] benzenesulf onamide ; 
4- [2 -benzyl -5- (2-chloro-4-methylphenyl) -4 

oxazolyl ] benzenesulf onamide ; 
4- [2 -benzyl -5- (3-chloro-4-methylphenyl) -4 

oxazolyl ] benzenesulf onamide ; 
4- [2 -benzyl -5- (3-chloro-2-methylphenyl) -4 

oxazolyl] benzenesulf onamide ; 
4- [2 -benzyl -5- (2-chloro-6-methylphenyl) -4 

oxa z o ly 1 ] ben z enesul f onamide ; 
4- [2 -benzyl -5- (4-chloro-2-methylphenyl) -4 

oxazolyl] benzenesulf onamide ; 
4- [2-benzyl-5- (4-chloro-3-methylphenyl) -4 

oxazolyl] benzenesulf onamide ; 
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4- [ 2 -benzyl -5 - { 2 -chloro-4 -methoxypheny 1 ) -4- 

oxazolyl] benzenesulf pnam}4e ; 
4-[2-benzyl-5- (3-chloro^4^ethox^henyl) -4- 

oxazolyl ] benzenesulf pji^micle ; 
5 4- [2 -benzyl -5- (3-chapf(?^r^etho3syphenyl) -4- 

oxazolyl ] benzenesulf qja^jaicie ; 
4- [2 -benzyl -5- (2-ch;oro-6-^t}ia>^phenyl) -4- 

oxazolyl] benzenes^ fpflajniclef 
4- [2 -benzyl -5- (4-chlorQ-2-^et)aQ^phenyl) -4- 
10 oxazolyl ] benzenesulf pnsmi^e f - 

4- t2-benzyl-3-(4-c^pro^^TnethQ^^enyl) -4- 

oxazolyl ) benzenesuif o^^ni^e j 
4- [2-benzyl-5- (3 , 5-ciichlo^p^4^ethPxyphenyl) -4- 

oxazolyl]benzenesulf onirnidef 
15 4- [2-benzyl-5- (2-f lugrQ^4-Tnethylphenyl) -4- 

oxazolyl ] benzenesulf ojiaflvicje ; 
4- [2-benzyl-5- (3-f lupTP^4-methyl-phenyl) -4- 

oxa zolyl]benzenesulf onami de ; 
4-[2-benzyl-5-(3-fluoror-2-methylp^enyl) -4- 
20 oxazolyl ] benzenesulf pnamicje ; 

4 - [ 2 -benzyl - 5 - ( 2 - f luoro- 6 ^met^y lpheny 1 j - 4 - 

oxazolyl ] benzenesulf onamide ; 
4- [2-benzyl-5-(4-fluorp-2^methylphenyl) -4- 

oxazolyl] benzenesulf onamide ; 
25 4 - [ 2 -benzyl - 5 - ( 4 - f luoro -3 -me thy lpheny 1 ) -4 - 

oxa z o ly 1 ] ben z en e sul f onami de ; 
4- [2 -benzyl -5- ( 2 -f luoro -4 -methoxypheny 1 ) -4- 

oxazolyl ] benzenesulf onamide ; 
4 - [ 2 -benzyl - 5 - ( 3 -f luoro -4 -methoxypheny 1 ) -4- 
3 0 oxa zolyl]benzenesulf onami de ; 

4- [ 2 -benzyl -5- (3 -f luoro -2 -methoxypheny 1) -4- 

oxazolyl ] ben zenesul f onamide ; 
4 - [ 2 -benzyl - 5 - ( 2 - f luoro - 6 -met hoxypheny 1 ) -4 - 

oxazolyl ] benzenesulf onamide ; 
35 4- [2-benzyl-5- (4-f luoro-2-methoxyphenyl) -4- 

oxazolyl ] benzenesulf onamide ; 
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4-[2-benzyl-5- (2-thienyl) -4- 

oxazolyl] hanzenesulf oi*airq.4e; 
4- [2 -benzyl -5- (5-ch^o?-p-2-t^ie]iyl) -4- 

oxazolyl Jbenzenesulf qnarrii<}e; 
5 4- [2 -benzyl -5- (yl) -4-px^zplyl]^ei>?enesulfonainide; 
4- [2-benzyl-5- (l-cyciphexeny^) r4r- 

oxazolyl ] benzenesiilf pyx^m^cje ; 
4- [2 -benzyl- 5- (2-cyc;|xfoexejiy}) -4- 

oxazolyl ] benzenesul f pjigiTii4e ; 
10 4- [2 -benzyl- 5- (3-c^cloftexenyl) -4- 

oxazolyl] benzenesulf p^egrdde ; 
2-benzyl-4- (4-methylsulfonylphe^yl) -5-phenyloxazole; 
2-benzyl-4- (4-methylsulf pnylphenyl) -5- (2- 

f luorophenyl ) ox$.zo}e f 
15 2-benzyl-4- U-methylsulfp^ylphenyl) -5- (3- 

f luorophenyl ) oxazole f 
2-benzyl-4- v"4-methy4.sulf pnyjphenyl) -5- (2,4- 

dif luorophenyl ) oxazole; 
2 -benzyl -4- (4 -methyl su^f onylphejiyl) -5- (2,5- 
20 dif luorophenyl) oxazole; 

2 -benzyl -4- (4-inethy3.sulfppLylphenyl) -5- (2,6- 

dif luorophenyl) oxazole; 
2-benzyl-4- (4-methylsulf onylphenyl) -5- (3,4- 

dif luorophenyl ) oxazole; 
25 2-benzyl-4- (4-methylsulf onylphenyl ) -5- (3 , 5- 

dif luorophenyl) oxazole; 
2-benzyl-4- (4-methylsulf onylphenyl) -5- (2- 

chlorophenyl ) oxazole ; 
2 -benzyl- 4- (4-methylsulf onylphenyl) -5- (3- 
3 0 chlorophenyl ) oxazole ; 

2-benzyl-4- (4-methylsulf onylphenyl) -5- (4- 

chlorophenyl ) oxazole ; 
2 -benzyl- 4- (4-methylsulf onylphenyl) -5- (2 , 4- 

di chlorophenyl) oxazole; 
35 2 -benzyl -4- (4-methylsulf onylphenyl) -5- (2,5- 

di chlorophenyl) oxazole; 
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2 -benzyl -4- (4-methylsulfonylphenyl) -5- (2, 6- 

dichlorophenyl ) oxazole; 
2 -benzyl -4- (4-methy;s\aifp]iylphenyl) -5- (3 ,4- 

dichlorophenyl ) oxa?p \$ j 
5 2-benzyl-4- (4-methylsulfqnyl-P^enyl) -5- (3,5- 

dichlorophenyl ) pxa?q^e ; 
2-benzyl-4- ( 4 -methyisulfony phenyl) -5- (2- 

methoxyph^iyl ) oxetzoief 
2 -benzyl -4- (4-inethylsulfpftylp)aenyl) -5- (3- 
10 methoxyphenyl ) ox^zp^e / 

2-benzyl-4- (4 -methyl p\jlfenyiph§nyl) -5- (4- 

methoxyphenyl ) oxazpie ; 
2 -benzyl -4- (4-methylsi;Jfpnylphenyl) -5- ( 2 , 4- 

dimethoxypheny 1 ) oxazole j 
15 2-benzyl-4- (4-methylsulf pnylphenyl) -5- (2, 5- 

dimethoxypheny 1 ) oxszQ^e ; 
2 -benzyl -4- (4-methylsulfp^ylphenyl) -5- (2,6- 

dimethoxypheny 1 ) example ; 
2 -benzyl -4- (4-methylsulfpiiylphenyl) ^5- (3,4- 
2 0 dimethoxypheny 1 ) o^zple ? 

2 -benzyl -4- (4-methylsulfpnylphenyl) -5- (3,5- 

dimethoxypheny 1 ) oxazole ; 
2-benzyl-4- (4-methylsulfonylphenyl) -5- (2- 

methy lpheny 1) oxazole; 
25 2-benzyl-4- (4-methylsulfonylphenyl) -5- (3- 

methylphenyl ) oxazole ; 
2-benzyl-4- (4-methylsulfonylphenyl) -5- (4- 

methylphenyl ) oxazole ; 
2 -benzyl - 4 - ( 4 -methyl sul fony lpheny 1 ) - 5 - ( 2 , 4 - 
30 dimethy lpheny 1) oxazole; 

2-benzyl-4- (4-methylsulfonylphenyl) -5- (2 , 5- 

dimethylphenyl ) oxazole ; 
2-benzyl-4- (4-methylsulfonylphenyl) -5- (2, 6- 

dime thy lpheny 1 ) oxazole ; 
35 2 -benzyl -4- (4-methylsulfonylphenyl) -5- (3,4- 

dimethy lpheny 1 ) oxazole; 
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2-benzyl-4- (4 -methyl sulfonylphenyl) -5- 

dimethy lphenyl ) oxazole; 
2-benzyl-4- (4-methylsv4fopy lphenyl) -5- 

methy lpheny 1 ) oxazole ; 
5 2-benzyl-4- (4 -methyl si}lf opy ^.pheny}. ) -5- 

methylphenyl ) oxazole ; 
2 -benzyl -4- (4-methy}si4f onyjphenyl) -5- 

methy lphenyl ) oxazole ; 
2 -benzyl -4- (4 -methyl sulfonylphenyl) ^5- 
10 methy lphenyl ) oxazq^e ; 

2 -benzyl -4- (4-methylsylfony^phenyl) -5- 

methy lphenyl ) oxazole ; 
2-benzyl-4- U-methylsu^f or*y lphenyl) -5- 

methy lphenyl } oxazole ; 
15 2 -benzyl -4- (4 -methyl sulf onylphenyl) -5- 

methoxyphenyl ) oxazole ; 
2 -benzyl -4- { 4 -me thyl sulfonylphenyl) -5- 

methoxyphenyl ) oxazole; 
2-benzyl-4- (4-methylsu^.f ony lphenyl) -5- 
2 0 methoxyphenyl ) oxazole; 

2 -benzyl -4- (4 -methyl sulfonylphenyl) -5- 

methoxyphenyl ) oxazole ; 
2 -benzyl -4- (4 -me thyl sulfonylphenyl) -5- 

methoxyphenyl ) oxazole ; 
25 2-benzyl-4- (4-methylsulf ony lphenyl) -5- 

methoxyphenyl ) oxazole ; 
2-benzyl-4- (4-methylsulf ony lphenyl) -5- 

4 -methoxyphenyl ) oxazole ; 
2-benzyl-4- (4-methylsulf ony lphenyl) -5- 
30 methy lphenyl) oxazole; 

2-benzyl-4- (4-methylsulf ony lphenyl) -5- 

methy lphenyl ) oxazole; 
2 -benzyl -4- (4 -me thyl sulfonylphenyl) -5- 

met by lphenyl ) oxazole ; 
35 2 -benzyl -4 - ( 4 -methyl sulfonylphenyl) -5- 

methylpheny 1 ) oxazole ; 
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4-chloro-3- 

3 , 5-dichloro- 

2- f luoro-4- 

3- f luoro-4- 
3-f luoro-2- 
2-f luoro-6- 



WO 96/36617 



PCT/US96/06992 



29 

2-benzyl-4- (4-methylsulfonyiphe^yl) -5- (4-f luoro-2- 

methylphenyl) oxazoje; 
2-benzyl-4- (4 -methyl sulfpny;p)aenyl) -5- (4-f luoro-3- 

methylphenyl) oxazole; 
5 2-benzyl-4- ( 4 -ine thy 1 sul f pny Ipfteny 1 ) -5- (2-f luoro-4- 

methoxyphenyl ) ox$zp}e ; 
2-benzyl-4- (4-methyls^f p^ylp^eiiyl) -5- (3-fluoro-4- 

methoxyph* lyl ) oxazple ; 
2-benzyl-4- (4-methyls\4f onylp^nyl) -5- (3-f luoro-2- 
10 methoxyphenyl ) oxazple j 

2-benzyl-4- (4-methyls\4lfp^y^pheny;) -5- (2-fluoro-6- 

methoxyphenyl ) oxazple j 

2-benzyl-4- (4-methylsu;fpiiyJp^nyl) ^5- (4-fluoro-2- 
methoxyphenyl ) oxazple ; 
15 2 -benzyl -4* (4-methylsul^p?iylphenyl) -5- (2- 
thienyl ) oxazole ; 

2-benzyl-4- <4-methylsuUpnylphenyl) -5- (5-chloro-2- 

thienyl) oxazole; 
2 -benzyl -4- (4-methylsulf onylphenyl) -5- 
2 0 ( cyclohexy 1 ) oxazole ; 

2-benzyl-4- (4-methylsiUf onylphenyl) -5- (1- 

cyclohexenyl ) oxazole; 
2 -benzyl -4- '4-methylsulf onylphenyl) -5- (2- 

cyclohexenyl ) oxazole ; 
25 2-benzyl-4- (4-methylsulf onylphenyl) -5- (3- 

cyclohexenyl ) oxazole ; 
2- (ethyl) -4- ( 4 -methylsulf onylphenyl) -5- 

phenyloxazole; 
2- (trifluoromethyl) -4- (4-methylsulf onylphenyl) -5- 
30 phenyloxazole; 

2- (difluoromethyl) -4- (4-methylsulf onylphenyl) -5- 

phenyloxazole ; 
2- (hydroxymethyl) -4- (4-methylsulf onylphenyl) -5- 

pheny loxazole ; 
35 [4- (4-methylsulf onylphenyl ) -5-phenyl] -2- 

oxazolecarboxylic acid; 
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methyl [4- (4 -methylsul f onylphenyl) -5-phenyl] -2- 

oxazolecarboxy lat e ; 
ethyl [4- ( 4 -methylsulfonylphenyl) -5-phenyl] -2- 

oxazolecarboxylate; 
2- (propyl) -4- (4-metlTylguJ|Q^ylphenyl) -5- 

phenyloxazole ; 

2- (benzyl) -4- -5- 

phenyloxazole ; 
2- (phenylthiomethyl) -4tt (4r^et]^Jsqlf onylphenyl) - 

phenyloxazole; 
2- (phenoxymethyl) -4- (4^ethylsulf onylphenyl) -5- 

phenyloxazole; 
2-( (4-chlorophenoxy) methyl) -4-(4- 

methyl sulf onylphenyl ) -5-phenylqxazole ; 
2-( (3-chlorophenoxy)methyl) -4-(4^ 

methylsul ; onylphenyl ) ^5-phenyioxazole ; 
2- ( (2-chlorophenoxy)methyi) -4- (4- 

methylsulf onylphenyl ) rr5-pheiaylpxazole; 
2- ( (4-fluorophenoxy)methyJ) -4* (4- 

methylsuif onylphenyl) -5-phenyloxazole; 
2- ( (3-f luorophenoxy):methy}) -4^ (4- 

methylsul f onylphenyl ) -5-phenyloxazole . 
2- ( (2-f luorophenoxy ) inethy 1 ) -4^ (4- 

methylsulf onylphenyl ) -5 -phenyloxazole ; 
2-( (4-carboxyphenoxy) methyl) -4- (4- 

me thylsulf onylphenyl) -5 -phenyloxazole; 
2- ( ( 3 -carboxyphenoxy) methyl) -4- (4- 

methylsulf onylphenyl) -5 -phenyloxazole; 
2- ( (2-carboxyphenoxy)methyl)-4-(4- 

methylsulf onylphenyl ) -5-phenyloxazole; 
2- {2-phenethyl) -4- (4-methylsulf onylphenyl) -5- 

pheny loxa zol e ; 
2- (3-phenylpropyl) -4- (4 -methyl sulf onylphenyl) -5 - 

phenyloxazole; 
[4 - (4 -methyl sulf onylphenyl) -5-phenyl] -2- 

oxazoleacetic acid; 



WO 96/36617 



PCT/US96/06992 



31 

ethyl [4- (4-inethylsulfony^p^enyJ) -5-phenyl] -2- 

oxazoleacetate ; 
methyl [4- (4-methylsulf ony^pJieRyl) ^5-phenyl] -2- 

oxazoleacetate ; 
5 [4- (4-methylsulfonylph^yl) "5-p^enyl] -2- 

oxazolepr^panoic aci4f 
ethyl [4- (4-methylsv4fo8y^ -2- 

oxazolepropanoate ; 
methyl [4- (4-methylsulf qnyjphenyl) ~5-phenyl] -2- 
10 oxazolepropar^oate? 

[4- (4-methylsulfonylpheftyl) rg^pljenyl] -2- 

oxazolebut^noic 303.$; 
ethyl [4- ( 4 -methyl sulfopylpl^enyl) -5 -phenyl] -2- 

oxa z o 1 ebu t anoa t e ; 
15 methyl [4- ( 4 -methyl sulfonylpfte^yl ) -5 -phenyl ] -2- 

oxazolebutanoate? 
2- (2-guinolyloxymethyl) rr4^ (4-^thylsulf onylphenyl) - 

5 -phenyl oxa z ol e ; 
4 - [ 2 - ( ethyl ) -5 -phenyl - 4 ^-oxsze>ly 1 ] fee^zenesul f onamide ; 
20 4- [2- (trif luoromethyl) -5 -phenyl^- 

oxazolyl ] > en z ene s\;l f onami de ; 
4- [2- (dif luoromethyl) ^5 -phenyl ^4- 

oxazolyl ] benzenesul f onamide ; 
4- [2- (hydroxymethyl ) -5-phenyl-4- 
25 oxazolyl] benzenesulf onamide; 

[4- ( 4 -aminosulf onylphenyl) -5-phenyl] -2- 

oxazolecarboxylic acid; 
methyl [4- (4-aminosulf onylphenyl) -5-phenyl] -2- 

oxazolecarboxy lat e ; 
30 ethyl [4 - (4 -aminosulf onylphenyl) -5-phenyl] -2- 

oxazolecarboxylate ; 
4- [2- (propyl) -5-phenyl-4- 

oxazoly 1 ] benzenesulf onamide ; 
4- [2- (benzyl) -5 -phenyl -4- 
3 5 oxazolyl ] benzenesul f onamide ; 

4- [2- (phenyl 4 ; hiomethyl) -5-phenyl-4- 

oxazolyl] benzenesulf onamide; 
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4- [2- (pheno^methyl) - 5 -phenyl -4- 

oxazolyl ] benzenesul f pft$mi4e ; 
4- [2- { ( 4-chlorophenpxy) methyl ) ^5 ^phenyl -4- 

oxazolyl] benzenesulf pj}3m14e ; 
5 4- [2- { ( 3 -chlorophenpxy) ^ethyj) -5-phenyl-4- 

oxazolyl] benzenesulf p^^mi^e; 
4- [2- ( ( 2 -chlorophe^o>y) methyl) r5-phenyl-4- 

oxazolyl ] benzenesulf p^smi^e ; 
4-T2- ( (4-fluoropheno>cy)met}Tyl) -5-phenyl-4- 
10 oxazolyl] benzenesul fon^ude; 

4- [2- ( ( 3 -fluorophenoxy) methyl) -5-phenyl-4- 

oxazoly 1 ] benzenesulf pn^micje ; 
4 - [ 2 - ( ( 2 - f luoropherpxy ) methyl ) ^ 5 -^phenyl -4 - 

oxazolyl ] benzenesulf Pnami^e ; 
15 4- [2* ( ( 4 -carboxyphenpxy) methyl) ^5-phenyl-4- 

oxazolyl ] benzenesulf pnsmiSe ; 
4 - [ 2 - { ( 3 - carboxyphenoxy ) methyl ) - 5 phenyl - 4 - 

oxazolyl] benzenesulf o^^mi^e j 
4- [2- ( ( 2 -carboxypheiipxy) methyl) ^phenyl-4- 
20 oxazolyl ] benzenesulf POSmicJe? 
4- [2- (2-phenylethyl) -5^phenyl-4- 

oxazoly 1 ] benzenesulf qpamicje ; 
4- [2- (3-phenylpropyl) -5-phenyl-4- 

oxazoly 1 ] benzenesulf onamide ; 
25 .[4- (4-aminosulfonylphenyl) -5-phenyl] -2-oxazoleacetic 

acid; 

methyl [4- (4-aminosulfonylphenyl) -5-phenyl] -2- 

oxazoleacetate ; 
ethyl [4- (4-aminosulfonylphenyl) -5-phenyl] -2- 
30 oxazoleacetate; 

[4- (4-aminosulfonylphenyl) -5-phenyl] -2- 

oxazolepropanoic acid; 
methyl [4- (4-aminosulfonylphenyl) -5-phenyl] -2- 
oxazo lepropanoat e ; 
35 ethyl [4- (4-aminosulfonylphenyl) -5-phenyl] -2- 
oxazolepropanoate; 
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[4- (4-aminosulfonylphejiyl) ^5-phenyl] -2- 

oxazolebutanoic ac^c}; 
methyl [4- (4-airdnosulf pny^eriyl) -5-phenyl] -2- 
oxazolebu^ inoate; 
5 ethyl [4- (4-aiuinpsu;fony}p^enyl) rS^phenyl] -2- 
oxazolebut anoa t e ; 
4- [2 - (2-quinolyloxy^et^nyl) r5rpftenyl-4- 

oxazolyl ] benzenes^ f Qft$tf44e 
4-[2-benzyl-4-phenylrr5-px$^^ 
10 4- [2-benzyl-4- (2-f luorpphefty}) r5rr 
oxazolyl]benzenes\4ifpn^ucJe; 
4 - [ 2 -benzyl - 4 - ( 3 - f lupr ppher>y} ) - 5 - 

oxazolyl ] benzenesulf or}$itiic}e j 
4-[2-benzyl-4- (4-f luo?pphenyl) ^5- 
15 oxazolyl ] benzenesu^f qna#uj4e ; 

4- [2-benzyl-4- (2, 4-dU iyp^pphenyl) ^5- 

oxazolyl] benzenesulfpn&mi^e ; 
4 - [ 2 -benzyl - 4 - ( 2 , 5 - Sifiuorophenyl ) ^ 5 „ 
oxazolyl] oanzenesulf pnsmi4e ; 
20 4- [2-benzyl-4- (2 , 6-£if lyorppfteny} ) ^5- 
oxa z o ly 1 ] b en z ene sul f on^mi 4e ; 
4 - [ 2 -benzyl -4 - ( 3 , 4 - di f lyoropfteny \ ) - 5 - 

oxaz o ly 1 ] ben z enesul f pji^mi de ; 
4 - [ 2 -benzyl -4-13,5- dif luoropheny 1 ) - 5 - 
25 oxazolyl] benzenesulf onamide; 

4- [2 -benzyl -4- (2-chlorophenyl) -5- 

oxazolyl ] benzenesulf onamide ; 
4- [2-benzyl-4- (3-chlorophenyl) -5- 
oxazolyl] benzenesulf onamide; 
30 4- [2-benzyl-4- (4-chlorophenyl) -5- 
oxazolyl] benzenesulf onamide; 
4- [2-benzyl-4- (2 , 4-dichlorophenyl) -5- 

oxa zoly 1 ] benz enesul fonami de ; 
4-[2-benzyl- 4- (2 , 5-dichlorophenyl ) -5- 
35 oxazolyl] benzenesulf onamide; 

4- [2-benzyl-4-(2, 6-dichlorophenyl) -5- 
oxazolyl] benzenesulf onamide; 
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4- [2 -benzyl-4- (3 , 4-dichlorophenyl ) -5- 

oxazolyl] benzenesulf onamide f 
4- [2 -benzyl -4- (3 , 5-4ichlpp pp)vnyl ) -5- 

oxazoly 1 ] benzenesul f pji3#uj.de f * 
5 4- [2 -benzyl-4- (2-methoxyp]^enyl) -5- 

oxazolyl] benzenesulf on^jruc^e j 
4 - [ 2 -benzyl - 4 - ( 3 -methoxypl^enyl ) - 5 - 

oxazolyl ] benzenesijl f on^micje ; 
4- [2 -benzyl- 4- (4-metboxyphenyl) -5- 
10 oxazolyl ] benzenesulf onaitiicje } 

4- [2 -benzyl-4- (2 , 4-diinet^p>cyp^e]ayl) ^5- 

oxazolyl] ^enzenesu^f pnajnidef 
4- [2 -benzyl-4- (2, 5-dimet^pxyphenyJ) -5- 

oxa z o ly 1 ] ben z ene sul f onapii c}e ; 
15 4- [2 -benzyl-4- (2 , 6-dimethpxyphenyl) - 5- 

oxazolyl ] benzenesulf pi>ami4e ; 
4- [2 -benzyl -4- (3 , 4 -dimethpxypheny 1 ) -5- 

oxazolyl ] benzenesulf on^mide ; 
4- [2-benzyl-4- (3 , 5 -dimethpxypheny 1) -5- 

2 0 oxa z o ly 1 ] ben z ene sul f onamide ; 

4- [2-benzyl-4- ( 2 -methy Ipheny 1) -5- 

oxazolyl ] benzenesulf onamide ; 
4 - [ 2 -benzyl - 4 - ( 3 -methy Ipheny 1 ) - 5 - 

oxazolyl ] benzenesulf onamide ; 
25 4- [2 -benzyl-4 - (4-methylphenyl) -5- 

oxazolyl] benzenesulf onamide; 
4- [2 -benzyl- 1- (2 , 4 -dimethy Ipheny 1 ) -5- 

oxazolyl ] benzenesulf onamide ; 
4- [2 -benzyl -4- (2, 5 -dimethy Ipheny 1) -5- 

3 0 oxa z o ly 1 ] ben z ene sul f onami de ; 

4- [2 -benzyl -4- (2, 6 -dime thy Ipheny 1} -5- 
oxazolyl ] benzenesulf onamide ; 

4- [2-benzyl-4-(3, 4 -dime thy Ipheny 1) -5- 
oxazolyl ] benzenesulf onamide ; 
35 4- [ 2 -benzyl -4- (3 , 5 -dime thy Ipheny 1 ) -5- 
oxazolyl ] benzenesulf onamide ; 
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4 - [ 2 -ben zyl - 4 - ( 2 - chl oro- 4 -methylphenyl ) -5- 

oxazolyl ] benzenesulf onamide ; 
4- [2 -benzyl -4- ( 3 -chlorp^4 -methylphenyl) -5- 

oxazolyl] V^mzenesulf onaitq4e < 
5 4- [2-benzyl-4- ( 3 -chlorP^^ -methylphenyl ) -5 - 

oxazolyl] benzenesulf pn§mi4§? 
4- [2 -benzyl -4- (2-chlorpr$rmethyiphe]iyl) -5- 

oxazolyl ] benzenesulf pn^micje } 
4- [2 -benzyl -4- ( 4 -chlpro-2 -methylphenyl) -5- 
10 oxazolyl ] benzenesulf qnamide j 

4- [2 -benzyl -4- (4-chloro-3 -methylphenyl) -5- 

oxazolyl] benzenesulf pnamicle j 
4- [2 -benzyl -4- (2-chlorp-4-methPxyphenyl) -5- 

oxazolyl ] benzenesulf pn^mide? 
15 4- [2-benzyl-4- (3-chloro-4^methQxyphenyl ) -5- 

oxazolyl] benzenesulf piismide ; 
4- [2 -benzyl -4- (3-chlprp-2-^ethpxyphenyl) -5- 

oxazolyl ] benzenesulf pn^micie ; 
4- [2 -benzyl -4- (2-chlorp-6-metho>r/phenyl) -5- 

2 0 oxazolyl ] benzenesulf pn^micle ; 

4- [2-benzyl-4- (4-chlorp-2-methPxyphenyl) -5- 

oxazolyl] benzenesulf onamide; 
4- [2 -benzyl -4- (4-chloro^3-methoxyphenyl) - 5- 

oxazolyl] benzenesulf onamide; 
25- 4- [2-benzyl-4- (3 , 5-dichloro-4-methoxyphenyl) -5- 

oxazolyl ] benzenesul f onamide ; 
4- [2 -benzyl -4- (2-f luoro- 4 ^methylphenyl) -5- 

oxazolyl] benzenesulf onamide; 
4- [2 -benzyl -4- (3-f luoro-4 -methylphenyl) -5- 

3 0 oxaz olyl ] benzenesul f onamide ; 

4- [2-benzyl-4- ( 3 -fluoro-2 -methylphenyl ) -5- 

oxazolyl ] benzenesul f onamide ; 
4- [2 -benzyl -4- (2-f luoro-6-methylphenyl) -5- 

oxazolyl] o-snzenesulf onamide ; 
35 4- [2 -benzyl -4- (4-f luoro-2 -methylphenyl) -5- 

oxazolyl ] benzenesulf onamide ; 
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4- [2 -benzyl -4- (4-f luoro-3-TnethyJ phenyl) -5- 

oxazolyl ] benzenesul f pnamicle } 
4- [2-benzyl-4- (2-f luo?o-4-ffiethpxyphenyl) -5- 

oxazolyl] benzenesvj^f pn^L^e ; 
5 4 - [ 2 -benzyl -4 - ( 3 - f luprp-r4 -JP tftpxypfteny 1 ) -5- 

oxazolyl] benzenesu^f pn$iru\c}e? 
4 - [ 2 -benzyl -4 - ( 3 - f Ino^o - 2 -fnethoxyphenyl ) - 5 - 

oxa z o ly 1 ] benz enesul f onami $e ? 
4- [2-benzyl-4- (2-f;uorQ-6-met^p^henyl) -5- 
10 oxazolyl]banzenes^lfpna^i^ef 

4- [2 -benzyl -4- (4-f luoppr-2-methpx^)ienyl) -5- 

oxa z o ly 1 ] ben z ene s ul f pnajfli 4e ; 
4- [2-benzyl-4- (2-thieny;) ^5- 

oxa z o ly 1 ] ben z en e suJ f on^mi cje ; 
15. 4-[2-benzyl-4-(5-chlpro-2-tbienyJ)-5- 

oxazolyl ] ben z ene sul f pn^mi 4e ; 
4- [2 -benzyl -4- (cyclohexyl) -5- 

oxazolyl ) benzenesul fon^mide j 
4- [2-benzyl-4- (1-cycloftexenyl) -5- 
2 0 oxazolyl ] benzenesul £ onami 4e ; 

4- [2-benzyl-4- (2-cyclphexenyl) -5- 

oxazolyl ] benzenesul f0n9Hq.de ; 
4- [2-benzyl-4- (3-cyclohexenyl) -5- 

oxazolyl ] benzenesul fonamide ; 
25 2-benzyl-5- ■ 4-methylsulfonylphenyl) -4-phenyloxazole 
2-benzyl-5- (4-methylsulfonylphenyl) -4- (2- 

f luorophenyl ) oxazole; 
2-benzyl-5- (4-methylsulfonylphenyl) -4- (3- 

f luorophenyl ) oxazole ; 
30 2-benzyl-5- (4-methylsulfonylphenyl) -4- (2 , 4- 

di f luorophenyl) oxazole; 
2-benzyl-5- (4-methylsulfonylphenyl) -4- (2, 5- 

dif luorophenyl) oxazole; 
2 -benzyl -5- (4-methylsulfonylphenyl) -4- (2 , 6- 
35 dif luorophenyl) oxazole; 

2 -benzyl -5- (4-methylsulfonylphenyl) -4- (3 , 4- 

di f luorophenyl ) oxazole ; 
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2 -benzyl -5- { J -methylsi^f onylphenyl) -4- (3,5- 

dif luorophenyl ) oxa?o}.e; 
2 -benzyl -5- (4»methy^sulfp?iylpl>enyl ) -4- (2- 

chlorophenyl) -4-oxa^olyl] fee]i?enesulf onamide; 
5 2-benzyl-5- (4-methylsulfQnylp^nyl) -4- (3- 

chloropheny 1 ) ox^zplef 
2 -benzyl -5- (4-methy;sulfpnylp^eny^) -4- (4- 

chlorophenyl) -4-Qx^zplyl] fee^?enesulf onamide; 
2-benzyl-5- (4-niethylsulfp^ylphenyl) -4- (2,4- 
10 di chloropheny 1 ) px§zo}e; 

2 -ben zyl-5- (4 -methyl sul f onylphenyl ) -4 - ( 2 , 5 - 

dichlorophenyl ) ox$zp Je } 
2 -benzyl -5- (4-methylsulf onylphenyl ) -4- (2, 6- 

dichlorophenyl ) ox$?ole; 
15 2-benzyl-5- (4-methylsulf onylphenyl ) -4- (3 , 4- 

dichloropu snyl ) ox§zple j 
2-benzyl-5- {4^methylsy.lfpnyiphenyl) -4- (3 , 5- 

dichlorophenyl ) oxa?ole ; 
2-benzyl-5- (4 -methyl gulfpnylphenyl) -4- (2- 
20 methoxyphenyl ) px^zple ; 

2 -benzyl -5- (4-methylsulf onylphenyl) -4- (3- 

methoxypheny 1 ) oxazole ; 
2-benzyl-5- ( 4-methylsulf ony Iphenyl ) -4- (4- 

methoxypheny 1 ) oxazole ; 
25 2-benzyl-5- (4-methylsulf onylphenyl) -4- (2, 4- 

dimethoxyphenyl ) oxazole ; 
2 -benzyl -5 - { 4 -methyl sul f onylphenyl ) -4 - ( 2 , 5 - 

dimethoxyphenyl ) oxazole ; 
2 -benzyl - 5 - ( 4 -methyl sul f onylphenyl ) -4 - ( 2 , 6 - 
3 0 dimethoxyphenyl ) oxazole ; 

2-benzyl-5- ' ,2 -me thy 1 sul f onylphenyl) -4- (3,4- 

dimethoxyphenyl ) oxazole ; 
2 -benzyl -5- (4-methylsulf onylphenyl ) -4- (3, 5- 

dimethoxyphenyl ) oxazole ; 
35 2-benzyl-5- ( 4-methylsulf ony Iphenyl ) -4- (2- 

methy Ipheny 1 ) oxazole ; 
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2 -benzyl -5- (4-methylsulf onylphenyl) -4- (3- 

itiethylphenyl ) oxazole; 
2-benzyl-5- ( 4 -methy Isul f onylphenyl ) -4-(4- 
methy lpheny 1 ) oxazole? 
5 2-benzyl-5- ( 4 -methy}sulf onylphenyl) -4- (2 , 4- 
dimethylphenyl) px$?ple; 
2-benzyl-5- ' <3 -methylsulf onylphenyl ) -4- (2, 5- 

dimethy lpheny 1 ) ox^zple j 
2 -benzyl -5- (4 -methyl sv4f onylphenyl) -4- (2 , 6- 
10 dimethy lpheny 1 ) ox^zple/ 

2-benzyl-5- ( 4 -methylsulf onylphenyl ) -4- (3 , 4- 

dimet by lpheny 1 ) pxe^ole; 
2-benzyl-5- (4-methylsulfpnylphenyl) -4- (3 , 5- 
. dimethylphenyl)oxa?plef 
15 2-benzyl-5- (4-methylsulfpnylphenyl) -4" (2-chloro-4- 
methylphenyl ) oxazole ; 
2 -benzyl -5- (4-methylsulf onylphenyl) -4- (3-chloro-4- 

methylphenyl) ox^zoje; 
2-benzyl-5- (4-methylsulf onylphenyl) -4- (3-chloro-2- 
20 methy lpheny 1) oxazole; 

2-benzyl-5- (4 -methy lsulf onylphenyl) -4- (2-chloro-6- 

methy lpheny 1 ) oxazole ; 
2 -benzyl -5- (4 -methy lsulf onylphenyl ) -4- (4-chloro-2- 
methylphenyl ) oxazole ; 
25 2-benzyl-5- (4 -methy lsulf onylphenyl) -4- (4-chloro-3- 
methy lpheny 1 ) oxazole; 
2-benzyl-5- (4-methylsulf onylphenyl) -4- (2 -chloro-4- 

methoxyphenyl ) oxazole ; 
2-benzyl-5- (4-methylsulf onylphenyl ) -4- (3-chloro-4- 
3 0 methoxyphenyl ) oxazole ; 

2-benzyl-5- (4-methyisulf onylphenyl) -4- (3-chloro-2- 

methoxyphenyl ) oxazole ; 
2 -benzyl -5- (4-methylsulf onylphenyl) -4- (2-chloro-6- 
methoxyphenyl ) oxazole ; 
35 2-benzyl-5- (4 -me thy lsulf onylphenyl) -4- (4-chloro-2- 
methoxyphenyl ) oxazole ? 
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2-benzyl-5- ( 4-methylsulf ony lphenyl ) -4- (4-chloro-3- 

methoxyphenyl ) oxazole ; 
2-benzyl-5- (4-inethylsuif o^yiRhenyl) -4- (3, 5-dichloro- 

4-methoxyphenyl ) ox$£ole; 
5 2-benzyl-5- (4-inethylsulfpnyiphenyl) r4- (2-f luoro-4- 

methy lphenyl ) oxazole ; 
2-benzyl-5- (4-methylsi4f onylpfoe&yl) -4- (3-f luoro-4- 

me thy lphenyl) oxazole; 
2 -benzyl -5- (4-methylsulf o^y lphenyl) -4- (3-fluoro-2- 
10 methy lphenyl ) oxazole ; 

2-benzyl-5- (4 -methyl sulfony lphenyl) -4- (2-fluoro-6- 

methy lphenyl ) oxazole ; 
2 -benzyl -5- ( 4 -methyl su^fpny lphenyl) -4- (4-fluoro-2- 

methy lphenyl ) oxazole; 
15 2-benzyl-5- (4-methylsulf onylp^eFiyl) -4- (4-f luoro-3- 

methy lphenyl ) oxazole ; 
2-benzyl-5- (4-methylsulf ony lphenyl) -4- (2-f luoro-4- 

methoxyphenyl ) oxazole ; 
2-benzyl-5- (4-methylsiq.f ony lphenyl) -4- <3-fluoro-4- 
20 methoxyphenyl ) oxazole; 

2-benzyl-5- (4-methylsulf onylphenyl) -4- (3-fluoro-2- 

methoxyphenyl ) oxazole ; 
2-benzyl-5- (4 -methyl sulfony lphenyl) -4- (2-f luoro-6- 

methoxyphenyl ) oxazole ; 
25 2 -benzyl -5- (4-methylsulf ony lphenyl) -4- (4-f luoro-2- 

methoxyphenyl ) oxazole ; 
2-benzyl-5- ( 1-methylsulf ony lphenyl) -4- (2- 

thienyl ) oxazole ; 
2-benzyl-5- (4-methylsulf ony lphenyl) -4- (5-chloro-2- 
30 thienyl) oxazole ; 

2-benzyl-5- (4-methylsulf ony lphenyl) -4- 

(cyclohexyl) oxazole; 
2-benzyl-5- (4-methylsulf ony lphenyl) -4- (1- 

cyclohexenyl) oxazole; 
35 2-benzyl-5- (4-methylsulf ony lphenyl) -4- (2- 

cyclohexenyl) oxazole; 
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2 -benzyl- 5- (4 -methyl sulf onylphenyl) -4- (3- 

cyclohexenyl ) oxazole ; 
2- (ethyl) -5- (4-methylsulf onyl.pl>enyl ) -4- 

phenyloxazole; 
5 2- (trifluoromethyl) -5- (4'|net}iy^sulf onylphenyl) -4- 

phenyloxa-- j>}e; 
2- (difluoromethyl) -5-r (4-?net^lsi;lfo?iylphenyl) -4- 

phenyloxazole ; 
2- (hydroxymethyl) -5- (4 -methyl su^fonylphenyl) -4- 
10 phenyloxazole; 

[5- (4-methylsulfonylphenyl) -4-phenyl] -2- 

oxazolecarboxylic acid; 
methyl [5- (4-methylsulfonylphenyl) -4-phenyl] -2- 

oxazolecarboxylate ; 
15 ethyl [5- (4-methylsulfonylphenyl) -4-phenyl] -2- 

oxazolecarboxylate ; 
2- (propyl) -5- (4-methylsulfonylphenyl) -4- 

phenyloxazole ; 
2- (benzyl) -5- (4-methylsulfonylphenyl) -4- 
20 phenyloxazole; 

2- (phenylthiomethyl) -5- (4-methylsulfonylphenyl ) -4- 

phenyloxazole ; 
2- (phenoxymethyl) -5- (4-methylsulfonylphenyl) -4- 

phenyl oxazole ; 
25 2- ( ( 4 -chlorophenoxy) methyl) -5- (4- 

methylsulf onylphenyl ) -4 -phenyloxazole ; 
2- ( (3 -chlorophenoxy) methyl) -5- (4- 

me thy 1 sulf onylphenyl) -4-phenyloxazole; 
2-( (2 -chlorophenoxy) methyl) -5- (4- 
30 methyl sulf onylphenyl) -4-phenyloxazole; 

2-( ( 4- fluorophenoxy) methyl) -5- (4- 

methyl sulf onylphenyl ) -4-phenyloxazole; 
2- ( (3-f luorophenoxy) methyl) -5- (4- 

methyl sulf onylphenyl ) -4-phenyloxazole ; 
35 2-( ( 2 -fluorophenoxy) methyl) -5- (4- 

methyl sulf onylphenyl ) -4-phenyloxazole; 
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2-( (4-carboxyphenoxy)inethyl)-5-(4- 

methylsulf onylphenyl ) -4-pheny}oxazole; 
2- ( ( 3 -carboxyphenoxy) methyl) r-5- (4- 

methylsulf onylphenyl ) -4-phenyioxazole; 
5 2-( ( 2 -carboxyphenoxy) methyl) -5^(4^- 

methyl sulf onylphenyl ) -4^phenylqxazole; 
2- (2-phenethyl) -5- (4 -methyl sulfopy^phenyl) -4- 

phenyloxazole; 
2- (3-phenylpropyl) -5- (4-methylsulfonylphenyl) -4- 
10 phenyloxazole; 

[5- (4 -methyl sulf onylphenyl) ^-phenyl] -2- 

oxazoleac^zic acid; 
ethyl [5- ( 4 -methyl sulf onylphenyl ) -4-phenyl] -2- 
. oxazoleacetate; 
15 methyl [5- (4-metbylsulf onylphenyl) -4-phenyl] -2- 
oxazoleacetate; 
[5- (4 -methyl sulf onylphenyl) ^phenyl] _2- 

oxazolepropanoic scic}; 
ethyl [5- (4 -methyl sylf onylphenyl ) -4-phenyl] -2- 
2 0 oxa z o 1 epr opanoa t e ; 

methyl [5- (4-methylsulf onylphenyl) -4-phenyl] -2 - 

oxa z o 1 ep r opano a t e ; 
[5- (4 -methyl sulf onylphenyl) -4-phenyl] -2- 
oxazolebutanoic acid; 
25 ethyl [5- (4 -methyl sulf onylphenyl ) -4-phenyl] -2- 
oxazolebutanoat e ; 
methyl [5- (4-methylsulf onylphenyl) -4-phenyl] -2- 

oxazolebutanoate; 
2 - (2-quinolyloxymethyl) -5- (4 -methyl sulf onylphenyl) - 
30 4-phenyloxazole; 

4- [2- (ethyl) -4-phenyl-5-oxazolyl] benzenesulf onamide; 
4- [2- (trifluoromethyl) -4-phenyl-5- 

oxazolyl ] benzenesulf onamide ; 
4- [2- (difluoromethyl) -4-phenyl-5- 
35 oxa zolyl] benzene sulf onamide; 
4- [2- (hydroxymethyl ) -4-phenyl-5- 
oxazolyl] benzenesulf onamide ; 
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[5- (4-airunosulfonylphepyl) -4-phenyl] -2- 

oxazolecerboxylic $ci4j 
methyl [5- (4-aminosi4f pnylphejiyl) -4-phenyl] -2- 

oxazolecarboxylate; 
5 ethyl [5- (4-amnosulfpRy^p^eny^) -4-phenyl] -2- 

oxazol ecarboxy l3.te ; 
4 - [ 2 - (propyl ) 4 -phei^y J ?• 5 r 

oxazolyl] benzenesulf pja§jr4c}e ; 
4- [2- (benzyl) -4-phqriy^T5- 
10 oxazolyl]benzenesulfpnairvide; 

4- [2- (phenylthiomethyl) -4-pl"*eny}.-5- 

oxazolyl] benzenesulf pnsjnide; 
4- [2- (phenojcymethyl) -4-pUenyl^5" 

oxazolyl] benzenesulf o^a^i4e; 
15 4-[2-( (4-chloropheno^)?net)iyl) -4-phenyl-5- 

oxazolyl] benzenesulf o#aini4e ; 
4- [2- (.(3-chljropheno^)wetliyJ) ^4-pbenyl-5- 

oxazolyl ] benzenesulf pp^nide ; 
4 - [ 2 - ( ( 2 - chl orophei;oxy ) inethy 1 ) - 4 -phenyl - 5 - 

2 0 oxazoly 1 ] benzenesul f oji^mide ; 

4-[2-( ( 4 -fluorophenoxy) methyl ) -4-phenyl-5- 

oxazolyl] benzenesulf onamide; 
4-[2-( (3-f luorophenoxy) methyl) -4-phenyl-5- 

oxazolyl ] benzenesulf onamide ; 
25 4- [2- ( (2-f luorophenoxy) methyl) -4-phenyl-5- 

oxazolyl ] benzenesulf onamide ; 
4- [2- ( (4 -carboxyphenoxy) methyl) -4-phenyl-5- 

oxazolyl] benzenesulf onamide ; 
4- [2- ( ( 3 -carbojQ'phenoxy) methyl ) -4-phenyl-5- 

3 0 oxazolyl ] benzenesulf onamide ; 

4- [2- ( (2 -carboxyphenoxy) methyl) -4-phenyl-5- 

oxazolyl] benzenesulf onamide ; 
4-[2-(2-phenethyl) -4 -phenyl -5- 

oxazolyl ] benzenesulf onamide ; 
35 4- [2- (3-phenylpropyl) -4 -phenyl -5- 

oxazolyl ) benzenesulf onamide ; 
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[5- (4-aminosulfonylphe^y;) -4-ptienyl] -2-oxazoleacetic 
acid; 

methyl [5- (4-aminosi4lf Qnylpfteriy;) -4-phenyl] -2- 
oxazoleacetate; 
5 ethyl [5- (4-amnosylfony;pnenyl) -4-phenyl] -2- 
oxazoleacetat e ; 
[5- (4-aininosulfonylphe^yl) ^pftepyl] -2- 

oxazolepropanoic $cid f - 
methyl [5- (4-amnos\4lfppylp^yi) ^phenyl] -2- 
10 oxazolepropanoate; 

ethyl [5 - (4-airdnosulfonylpheny}) -4 -phenyl ] -2- 

oxazolepropanoate ; 
[5- (4-aminosulfonylphe^yl) ^phenyl] -2- 
oxazolebutanoic $ci4; 
15 methyl [5- (4-aminosulf onylphe^yl) ^4-phenyl] -2- 
oxazolebutanoate ; 
ethyl [5-(4-amnosulfpriyJp}aenyl) -4-phenyl] -2- 
oxazolebutanoat e ; 

4- [2- (2-guinolyloxymethyl) -4-ptienyl-5- 
20 oxazolyl]benzenesulfoi>arni<Je; 

5- (4-f luorophenyl) -2 -methyl -4- [4- 

(methylsulfonyl) phenyl] oxazole; 

3- [5- (4-f luorophenyl) -4- [4- (methyl sulfonyl) phenyl] ] - 
2-oxazolepropanoic acid; 

25 methyl 3- [5- {4-f luorophenyl) -4- [4- 

{ methyl sulfonyl) phenyl] ] -2 -oxazolepropanoate; 

4- (4-f luorophenyl) -2- (2 -phenyl ethyl) -5- (4- 

(methylsulf onyl ) phenyl ) oxazole ; 
4- (4-f luorophenyl) -2 -methyl -5- [4- 
30 (methylsulf onyl ) phenyl ] oxazole ; 

4- (4-f luorophenyl) -5- [4- (methylsulf onyl) phenyl] -2- 

phenyl oxazole ; 
2-benzyl-4- (4-f luorophenyl) -5- (4- 
(methylsulf ony 1 ) phenyl ) oxazole ; 
35 4 - ( 4 - f luorophenyl ) - 5 - [ 4 -me thy 1 sul f ony lpheny 1 ] - 2 - ( 3 - 
phenylpropyl ) oxazole; 
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4- (4-f luorophenyl) -5- [4"?nethylsulf onylphenyl] -2- 

propyl oxazole ; 
2- ( fcert -butyl) -4- (4-f l\4PPPp)ieny;) -5- [4- 

methylsulf onylphenyl] ox$zc4e; 
5 4- ( 4- f luorophenyl) [ ( 4 ^met^oxypheny 1 ) methyl ] -5-[4- 

methylsulf onylpfteny} 1 oxazole 
4- ( 4 -f luorophenyl ) -2- [ { 3 -^ethoxyphenyl ) methyl ) -5 - [4- 

methylsulf onylphenyl] oxazole; 
2 - ( dipheny lmethy 1 ) -4- (4-f luorophenyl) -5- [4- 
1 0 methy lsulf onylphenyl ] oxazole; 

2 - [ 4 - { 4 - f luorophenyl ) -5- [4 -methyl sul f onylphenyl ] ] -2 - 
oxazoleacetic acicj; 

ethyl 2 - [ 4 - ! 4 - f luorophenyl )-5-[4- 

methy lsulf onylphenyl] ] -2^ox$zoleacetate; 
15 3- [4- ( 4- f luorophenyl) -5^ 1 4 -methyl sul f onylphenyl ] ] -2- 
oxazblepropanoic $cid; 
methyl 3- [4- (4-f luorophenyl) -5- [4- 

methylsulf onylphenyl 3 ] -2-oxazolepropanoate; 
4- [4- (4-f luorophenyl) -5- [ 4 -methyl sul f onylphenyl] ] -2- 
20 oxazolebutanoic acid; 

methyl 4- [4- (4-f luorophenyl) -5- [4- 

methylsulf onylphenyl ] ] - 2 - oxa zol ebut anoa t e ; 

3- [4- (4-f luorophenyl) -5- [4-methylsulf onylphenyl] ] -2- 
oxazolepropanamide ; 

25 4- (4-f luorophenyl) -2- (cyclohexyl ethyl ) - 5- [4- 
(methylsulf onyl ) phenyl ] oxazole ; 

4- (4-f luorophenyl) -2- (3-f luorophenoxymethyl ) -5- [4- 
( methyl suxf onyl ) phenyl ] oxazole ; 

4- (4-f luorophenyl) -2- (3-chlorophenoxymethyl) -5- [4- 
30 (methyl sul f onyl) phenyl] oxazole; 

4- (4-f luorophenyl) -2- (pyridyloxymethyl) -5- [4- 

(methylsul f onyl ) phenyl ] oxazole ; 
4- (4-f luorophenyl) -5- [4- (methy lsulf onyl) phenyl] -2- 
phenoxymethyloxazole ; 
35 4- (4-f luorophenyl) -2- ( 2 -hydroxyethyl ) -5- [4- 
(methylsulf onyl ) phenyl ] oxazole ; 
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4- (4-f luorophenyl) -2- (hydroxyrnethyl ) -5- [4- 
(methylsulf onyl) phenyl] oxetzple; 

4- (cyclohexyl) -2 -phenyl ^5^ {4* 

(methylsu?' ionyl ) phenyl ] qxazple f 
5 4-(4-fluorophenyl) ^2^enzylQxymetliyl-5-" [4- 
(methylsul f onyl ) phenyl 3 px^^ple ; 

4 - ( 4 - f 1 uor opheny 1 ) - 2 - cyclohexyl - 5 - [ 4 - 
( methyl sulf onyl ) phenyl } pxe^ple ; 

5- (4-f luor opheny 1) -2-phenylT-4-r [4- 
10 (methyl sulf onyl ) phenyl] pxazole j 



[5- (3 , 4-dichlorophenyl) ^2-trif ^oromethyl-4- 

oxazoly 1 ] benzenesulf onajnicje ; 
4- [4- (3-arrdnosulfonyl-5Trf luoro-4-methoxyphenyl) -2- 
15 trif luoromethyl-5-px^zplyl] feenzepesulf onamide; 

4- (3-f luoro-4-methoxyphenyl) (4-methylsulfonylphenyl) - 

2-trif luoromethyloxazple; 
4- [4- (4-bromophenyl) -2^methyl^5^ 

oxazolyl] oenzenesulf onamide ; 
20 5-fluoro-4-metho>y-3"[5-phenyl-2-trifluoromethyl»4- 

oxazolyl] benzenesulf onamide ; 
4- [4- (3-fluoro-4-methoxyphenyl) -2-trif luoromethyl-5- 

oxazolyl ] benzenesulf onamide ; 
ethyl 4- [ [5- (4-aminosulf onylphenyl) -4-phenyl-2- 
25 oxazolyl]oxy]benzoate; and 

4- [5- (3-chloro-4-f luorophenyl) -2-trif luoromethyl-4- 

oxazolyl] benzenesulf onamide . 



The term " hydrido " denotes a single hydrogen atom (H) . 

30 This hydrido radical may be attached, for example, to an 
oxygen atom to form a bydroxyl radical or two hydrido 
radicals may be attached to a carbon atom to form a 
methylene (-CH2-) radical. Where the term "alkyl" is used, 
either alont or within other terms such as "haloalkyl " , 

35 "alkoxyalkyl" and "hydroxyalkyl" , embraces linear or 

branched radicals having one to about twenty carbon atoms 
or, preferably, one to about twelve carbon atoms. More 
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preferred alkyl radicals are ''lower alkyl" radicals having 
one to about ten carbon atoms, tyost preferred are lower 
alkyl radicals having one to about six carbon atoms. 
Examples of such jr$4ic$}s include methyl, ethyl, n-propyl, ■ 
5 isopropyl, ji-butyl, isobuty}, sec-butyl, tert -butyl, 

pentyl, iso-anyl, hexyl ari4 the like. The term "alkenyl" 
embraces linear or branched ra4ic$ls having at least one 
carbon-carbon double bond of two to about twenty carbon 
atoms or, preferably, two to about twelve carbon atoms, 

10 provided that the Soqble bond does not directly bond to the 
oxazole ring. More preferred alkenyl radicals are "lower 
alkenyl" radicals having two to about six carbon atoms. 
Examples of such radicals include ethenyl, n-propenyl, 
butenyl, and the like. The term "alkynyl" embraces linear 

15 or branched radicals having two to about twenty carbon 

atoms or, preferably, two to about twelve carbon atoms, and 
containing a carbon-carbon triple bond* The more preferred 
"lower alkynyl" are radicals having two to ten carbons. 
Examples of such radicals include ethynyl, 1- or 2- 

20 propynyl, 1-, 2- or 3-butynyl and the like and isomers 

thereof. The term "halo* means halogens such as fluorine, 
chlorine, bromine or iodine. The term "haloalkyl" embraces 
radicals wherein any one or more of the alkyl carbon atoms 
is substituted with halo as defined above. Specifically 

25 embraced are monohaloalkyl, dihaloalkyl and polyhaloalkyl 
radicals. A monohaloalkyl radical, for one example, may 
have either an iodo, bromo, chloro or fluoro atom within 
the radical. Dihalo and polyhaloalkyl radicals may have two 
or more of the same halo atoms or a combination of 

30 different halo radicals. "Lower haloalkyl" embraces 

radicals having 1-6 carbon atoms. Examples of haloalkyl 
radicals include f luoromethyl, dif luoromethyl, 
trifluoromethyl, chloromethyl, dichloromethyl, 
trichloromethyl, trichloromethyl, pentaf luoroethyl, 

35 heptafluoropropyl, dif luorochloromethyl, 

dichlorof luoromethyl, dif luoroethyl, dif luoropropyl, 
dichloroethyl and dichloropropyl . The term "hydroxy alkyl " 
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embraces linear or branched alkyl radicals having one to 
about ten carbon atoms $ny pr^e of which may be substituted 
with one or more hydroxyl raflicaj-s, More preferred 
hydroxyalkyl radicals $re UQWer hy4roxyalkyl " radicals 
5 having one to six carbon atoms c^id one or more hydroxyl 

radicals. Examples of such rscUcals include hydroxymethyl , 
hydroxyethyl , hydroxyprppyl, hydrpxybutyl and hydroxyhexyl . 
The term " hydroxy 3 lkenyl'-' embraces linear or branched 
alkenyl radicals haying tjiree to about ten carbon atoms any 

10 one of which may be substituted with one or more hydroxyl 
radicals. The term ''bydro^alkyjiyl » embraces linear or 
branched alkynyl r34icals paving three to about ten carbon 
atoms any one of whicb may be substituted with one or more 
hydroxyl radicals, Tfte terms "alkoxy" and "alkoxyalkyl". 

15 embrace linear or brsmcbed pxy-cpr^taining radicals each 

having alkyl portions of one to $bput twelve carbon atoms. 
More preferred alkpxy radicals are » lower alkoxy" radicals 
having one tr„ six carboja atoms. Examples of such radicals 
include methoxy, etftoxy, propoxy, butoxy and t ert -butoxy . 

20 The term "alkoxyalkyl" embraces alkyl radicals having one 
or more, alkoxy radicals attached to the alkyl radical, that 
is, to form monoalkoxyalkyl dialkoxyalkyl radicals. 
The "alkoxy" or -alkoxyalkyl" radicals may be further 
substituted with one or more halo atoms, such as fluoro, 

25 chloro or bromo, to provide haloalkoxy or haloalkoxyalkyl 
radicals. The term "aryl" embraces aromatic radicals such 
as phenyl, naphthyl and biphenyl . Preferred aryl radicals 
are those consisting of one, two, or three benzene rings. 
Aryl moieties may also be substituted at a substitutable 

30 position with one or more substituents selected 

independently from alkyl, alkoxyalkyl, alkylaminoalkyl, 
carboxyalkyl , alkoxycarbonylalkyl , aminocarbonylalkyl, 
alkoxy, amino, halo, nitro, alkylamino, alkylcarbonylamino, 
alkylsulfonyl, arylsulf onyl, alkynyl, hydroxyalkynyl , 

35 aminoalkynyl, heteroarylalkynyl , heteroaralkyl, alkenyl, 
acyl, cyano, carboxy, aminocarbonyl , alkoxycarbonyl and 
alkylthio. The terms "heterocyclyl" or "heterocyclic" 
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embrace saturated, partially saturated and unsaturated 
heteroatom-containing ring- shaped radicals, where the 
heteroatoms may be selecte4 from nitrogen, sulfur and 
oxygen. Examples of s^t^r^tec). heterocyclic radicals include 
5 saturated 5 to 7-^erniberecl freterQirpjiocylic group containing 
1 to 4 nitrogen atoms [e.g. pyr^olidinyl, imidazolidinyl, 
piperidinyl, piperazinyl, tjrqpajiyl, homotropanyl, etc.]; 
saturated 5 to 7 -member ed he t eroitppocy cl i c group containing 
1 to 2 oxygen atoms ar^d % to 3 nitrogen atoms [e.g. 

10 morpholinyl . etc,]; s^t^ratec? 5 to 7-membered 

heteromonocyclic grqup co^tainijig 1 to 2 sulfur atoms and 1 
to 3 nitrogen atqjris [e ? g. f thfiazplidiixyl/ etc.]. Examples 
of partially saturated), heterocyclic radicals include 
dihydrothiophene, 4ihydropyp aft, oxajsolinyl , dihydrof uran 

15 and dihydrothiazole. Examples of unsaturated heterocyclic 
radicals, also termed} "lieterQ^ryl' 1 radicals include 
unsaturated 5 to 7 irternbered heteromonocyclic group 
containing i to 4 nitrogen atoms , for example, pyrrolyl, 
pyrrolinyl , imidazolyl, pyrazolyl, pyridy 1 , pyrimidy 1 , 

20 azepinyl, pyrazinyl, pyridaziftyl, triazolyl [e.g., 4H- 
1/2, 4 -triazolyl, 1H-1, 2 , 3-triazolyl, 2H-1, 2, 3 -triazolyl, 
etc.] tetrazolyl [e.g. lH-tetrazolyl, 2H-tetrazolyl , etc.], 
etc . ; unsaturated condensed heterocyclic group containing 1 
to 5 nitrogen atoms, for example, indolyl, isoindolyl, 

25 indolizinyl, benzimidazolyl, quinolyl, isoguinolyl, 

indazolyl, benzotriazolyl, tetrazolopyridazinyl [e.g. , 
tetrazolo[l,5-b]pyridazinyl, etc.], etc.; unsaturated 3 to 
6-membered heteromonocyclic group containing an oxygen 
atom, for example, pyranyl, furyl, etc.; unsaturated 5 to 

30 7-membered heteromonocyclic group containing a sulfur atom, 
for example, thienyl, etc.; unsaturated 5 to 7-membered 
heteromonocyclic group containing 1 to 2 oxygen atoms and 1 
to 3 nitrogen atoms, for example, oxazolyl, isoxazolyl, 
oxadiazolyl [e.g.., 1,2, 4 -oxadiazolyl , 1,3,4 -oxadiazolyl , 

35 1,2, 5 -oxadiazolyl, etc.] etc.; unsaturated condensed 

heterocyclic group containing 1 to 2 oxygen atoms and 1 to 
3 nitrogen atoms [e.g. benzoxazolyl, benzoxadiazolyl, 
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etc.]; unsaturated 5 to 7r^embered heteromonocyclic group 
containing i to 2 sulfur atqjns and 1 to 3 nitrogen atoms , 
for example, thiazoly;, tfti$diazolyl [e.g., 1,2,4- 
thiadiazolyl, l,3,4^thia?ii»??PiyJ f 1, 2, 5-thiadiazolyl, etc.] 
5 etc.; unsaturate^ condensed heterqpyclic group containing 1 
to 2 sulfur atoms ayid 1 to 3 nitrogen atoms [e.g., 
benzothiazolyl, benzothi^i^zp}yl, etc.] and the like. The 
term also embraces rsdic^ls where heterocyclic radicals are 
fused with sryl radicals, gx^jrples of such fused bicyclic 

10 radicals include kepzpfuryl, fcenzotftienyl , and the like. 
The heterocyclyl pioieties inay §lsp fce substituted at a 
substitutable position with Qjxe or more substituents 
selected independently from $}kyl, slkoxyalkyl , 
alky laminoalkyl , ca^boj^alkyi , c^kq^carbonylalkyl, . 

15 aminocarbonylalkyl , $lkgxy, 3tfiinP, ftajo, nitro, alkylamino, 
alkylcarbonyl amino, ^Ikylsulfqpyl, alkynyl, alkenyl, 
arylsulfonyl, acyl, cy^pp, carbpxy, ajninocarbony 1 , 
alkoxycarbonyl and ^Ikylthio, The term ''aralkyl" embraces 
aryl -substituted alkyl radicals. Preferable aralkyl 

20 radicals are "lower ^ralkyl* radicals having aryl radicals 
attached to alkyl radicals ft^ving one to six carbon atoms. 
Examples of such radicals include benzyl, diphenylmethyl, 
triphenylmethyl, phenyl ethyl and diphenyl ethyl . The terms 
benzyl and phenylmethyl are interchangeable. The term 

25 l, heterocyclylalkyl M embraces saturated and partially 

unsaturated heterocyclyl-substituted alkyl radicals, such 
as pyrrolidinylmethyl, and heteroaryl-substituted alkyl 
radicals, such as pyridylmethyl, quinolylmethyl, 
thienylmethyl, furylethyl, and guinolyl ethyl . The term 

30 "aryloxy" embrace oxy- containing aryl radicals attached 
through an oxygen atom to other radicals. More preferred 
aryloxy radicals are "lower aryloxy" radicals having a 
phenyl radical. An example of such radicals is phenoxy. The 
term "aryloxyalkyl " embraces alkyl radicals having one or 

35 more aryloxy radicals attached to the alkyl radical, that 
is, to form monoaryloxyalkyl and diaryloxyalkyl radicals. 
The "aryloxy" or "aryloxyalkyl" radicals may be further 



WO 96/36617 



PCT/US96/06992 



50 

substituted on the aryl rings as defined above. The term 
"aralkylo>Qr" embrace oxy- containing aralkyl radicals 
attached through an oxygeji $tpm to other radicals. The 
tt aralkoxy u radicals my fce further substituted on the aryl 
5 ring portion of the rsSiPSl $s ^escpihed above. The term 
"aralkyloxyalkyl* e^^ces ^Ikyl radicals having one or 
more aralkyloxy radicals attached to the alkyl radical, 
that is, to form morparall^loxyalkyl and diaralkyloxyalkyl 
radicals. The ^aralkylpxyv or «$ralkyloxyalkyl " radicals 
10 may be further substituted qq the aryl ring portion of the 
radical. The term ,? heteroaryloxyalkyl " embraces alkyl 
radicals having or\e o$r wove Jieteroa^yloxy radicals attached 
to the alkyl radical, fclwfc is, to form 

monoheteroaryloxy^lkyl ancj diheterparyloxyalkyl radicals. 

15 The "heteroaryloxy' 1 radicals may be further substituted on 
the heteroaryl rixig portion of the radical. The term 
"arylthio" embraces radicals containing an aryl radical, as 
described above, attached to a divalent sulfur atom, such 
as a phenylthio radical. The term "arylthioalkyl " embraces 

20 alkyl radicals substituted with one or more arylthio 
radicals, as described above. The term "cycloalkyl" 
embraces radicals having three to ten carbon atoms. More 
preferred cycloalkyl radicals are "lower cycloalkyl" 
radicals having three to seven carbon atoms. Examples 

25 include radicals such as cyclopropyl, cyclobutyl, 
cyclopentyl, cyclohexyl and cycloheptyl. The term 
"cycloalkyl alkyl" embraces alkyl radicals substituted with 
cycloalkyl radicals having three to ten carbon atoms, such 
as cyclopropylmethyl, cyclobutylmethyl, cyclopentylmethyl, 

30 cyclohexylmethyl, cyclohexylethyl, cyclohexylpropyl and 
cycloheptylmethyl. The term "cycloalkenyl" embraces 
unsaturated radicals having three to ten carbon atoms, such 
as cylopropenyl, cyclobutenyl, cyclopentenyl, cyclohexenyl 
and cycloheptenyl . The term "sulfonyl", whether used alone 

35 or linked to other terms such as alkylsulfonyl, denotes 
respectively divalent radicals -SO2-. "Alkylsulfonyl" 

embraces alkyl radicals attached to a sulfonyl radical, 
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where alkyl is defined as above. The "alkylsulfonyl" 
radicals nay be further substituted with one or more halo 
atoms, such as fluoro, chloro or bromo, to provide 
haloalkylsulfonyl radicals. The term "alkylsulf inyl " 
5 embraces alkyl radicals attached to a sulfinyl (-S(O)-) 
radical, where alkyl ig defined as above. More preferred 
alley 1 sulfinyl radicals are "lower alkylsulfinyl" radicals 
having one to six carbpn atoms. Examples of such lower 
alkylsulfinyl radicals include methylsulfinyl, 

10 ethyl sulfinyl, butylsulf inyl and hexylsulf inyl . The term 
"alkylthio'' embraces alky}, radicals attached to a divalent 
sulfur radical, where alkyl is defined as above. More 
preferred alkylthio radicals are "lower alkylthio" radicals 
having alkyl radicals of one to six carbon atoms. Examples 

15 of such lower alkylthio radicals are methylthio, ethyl thio, 
propylthio, butylthio and hexyithio . The terms "sulfamyl", 
"aminosulfonyl " and »sulf onamidyl 11 denote a sulfonyl 
radical substituted with an gmine radical, forming a 
sulfonamide (-S02NH?) . The terms "alkylcarbonyl" , 

20 "arylcarbonyl" and "araikyl carbonyl* include radicals 
having alkyl, hydroxy ialkyl , aryi, arylalkyl and aryl- 
hydroxylalkyl radicals, as defined herein, attached to a 
carbonyl radical. Examples of such radicals include 
substituted or unsubstituted methylcarbonyl, ethylcarbonyl , 

25 propyl carbonyl, butylcarbonyi , pentylcarbonyl , 
hydroxymethylcarbonyl , hydroxy ethylcarbonyl , 
phenyl carbonyl, benzyl carbonyl, and 

phenyl (hydroxymethyl) carbonyl. The terms "carboxy" or 
"carboxyl", whether used alone or with other terms, such as 

30 "carboxyalkyl", denotes -CO2H. The term "carboxyalkyl" 

embrace radicals having a carboxy radical as defined above, 
attached to an alkyl radical, which may be substituted, 
such as with halo radicals, or unsubstituted. More 
preferred are "lower carboxyalkyl" which embrace lower 

35 alkyl radicals as defined above, and may be additionally 
substituted on the alkyl radical with halo. Examples of 
such lower carboxyalkyl radicals include carboxymethyl , 
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carboxyethy 1 , carboxybutyl , carboxypentyl, carboxyhexyl and 
carboxypropyl . The term *$cyl v denotes a radical provided 
by the residue after removal of hydroxy 1 from an organic . 
acid. Examples of such acyl radicals include alkanoyl and 
5 aroyl radicals. Examples of such ^lkanqyl radicals include 
formyl, acetyl, propionyl , fruty ryl , isobutyryl, valeryl, 
isovaleryl, ^ivaloyl, hexanoy 1 f and radicals formed from 
succinic, glycolic, gluconic, lactic, malic, tartaric, 
citric, ascorbic, glucuronic, male^c, fumaric, pyruvic, 
10 mandelic, pantothenic, p-hydroxybuty r i c , galactaric and 

galacturonic acids. The term *• aroyl u embraces aryl 
radicals with a carbonyl radical as defined below. 
Examples of aroyl include benzoyl , naphthoy 1 , phenylacetyl, 
and the like, and the aryl in said aroyl may be ^ 

15 additionally substituted, such as in p-hydroxybenzoyl, and 
salicylyl. The term ,f carbo>^alkylthio M embraces 
carboxyalkyl radicals as defined above, connected to a 
divalent sulfur atom. The term v alkoxycarbonyl " means a 
radical containing an alkoxy radical , as defined above, 

20 attached via an oxygen atom to a " carbony 1 " (~C=0) radical. 
Examples of such "alkoj^carbonyl" ester radicals include 
substituted or unsubstituted methoxycarbonyl , 
ethoxy carbonyl , propoxycarbonyl , butoxycarbonyl and 
hexyloxycarbonyl , The term "alkoxycarbonylalkyl ,, embraces 

25 alkyl radicals having one or more alkoxycarbonyl radicals 
attached to the alkyl radical. The term "phosphonyl alkyl" 
describes alkyl radicals substituted with phosphonic acid 
residues or esters thereof. The term "aminoalkyl" embraces 
alkyl radicals substituted with amino radicals. More 

30 preferred are "lower aminoalkyl" radicals. Examples of 
such radicals include aminomethyl, aminoethyl; and the 
like. The term "aminocarbonyl* embraces radicals having an 
amino radical radicals attached to a carbonyl radical 
forming -C(0)NH2. The term "aminocarbonylalkyl 1 ' embraces 

35 alkyl radicals having one or more aminocarbonyl radicals 
attached to the alkyl radical. The term 
"alkylaminocarbonylalkyl" embraces alkyl radicals having 
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aminocarbonyi radicals substituted with one or two alkyl 
radicals. Examples of such include N- 

alkylaminocarbonylalkyl £*n4 N f ^-di^kylaminocarbonylalkyl 
radicals such as N^methyi^ftpcarbonylinethyl and N,N- 
5 dimethylairiinocarbony toet^y} , <p^e term "alkyl amino" denotes 
amino groups which h$ye been substituted with one or two 
alkyl radicals, Hore pjrefeyrec? slkylamino radicals are 
"lower alkylamino^ haying §lkyl ^aciicals of one to six 
carbon atoms attacftec? to tfte nitrogen atom of an amine. 

10 Suitable "lower alkyl^i^c)" jr^y £e paoiio or dialkylamino 
such as N-methylaininp, N^etfcy lamino, N,N-dimethylajnino, 
N,N-dietbylamino or tfte like, ,f &niflQ acid residue" means 
any of the naturally occurring alph$-, beta- and gamma- 
amino carboxylic acic^s, including their D and L optical 

15 isomers and racejnic mixtures thereof, synthetic amino 

acids, and derivatives of these natural and synthetic amino 
acids. The amino acid residue is bonded either through an 
amino or an acid functional group of the amino acid. The 
naturally occurring amino acids which can be incorporated 

20 in the present invention include, but are not limited to, 
alanine, arginine, asparagine, aspartic acid, cysteine, 
glutamic acid, glutamine, glycine, histidine, isoleucine, 
. leucine, lysine, methionine, ornithine, phenylalanine, 
proline, serine, threonine, cyclohexylalanine, tryptophan, 

25 tyrosine, valine, (3-alanine, and y-aminobutyric acid. 

Derivatives of amino acids which can be incorporated in the 
present invention include, but are not limited to amino 
acids having protected and modified carboxylic acids, 
including acid esters and amides, protected amines, and 

30 substituted phenyl rings, including but not limited to 
alkyl, alkoxy and halo substituted tyrosine and 
. phenylalanine. 

The present invention comprises a pharmaceutical 
composition for the treatment of inflammation and 

35 inflammation-associated disorders, such as arthritis, 

comprising a therapeutically-ef f ective amount of a compound 
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of Formula I in association with at least one 
pharmaceutically-acceptab^e carrier, adjuvant or diluent. 

The present inveritiqr} also comprises a therapeutic 
method of treating ir*f i^mrr^tipn 03: inflammation-associated 
5 disorders in a subject f the methocj comprising treating the 
subject having such inf lcHT*n$tipfl or disorder a 
thejrapeutically-ef fectiye ^mpimt of a compound of Formula I, 

The method of the present ipye^tion also 
includes prophylactic treatment, ft preferred method 

10 of the invention is the ^dmi^i^t^tion of water 
soluble compounds of Formulas III via injection. 

Also included in the family of compounds of Formula I 
are the pharmaceutically-accept^ble salts thereof. The term 
"pharmaceutically-acceptahle salts* 1 embraces salts commonly 

15 used to form alkali metal s^lts a#d to form addition salts 
of free acids or free b^ses, The nature of the salt is not 
critical, provided that it is ph^rrr^ceutically-acceptable. 
Suitable pharmaceutically-accept^hle acid addition salts of 
compounds of Formula I may he prepared from an inorganic 

•20 acid or from an organic acid, Examples of such inorganic 
acids are hy jrochloric, hydFPbromic, hydr°i°dic, nitric, 
carbonic, sulfuric $nd phosphoric acid. Appropriate organic 
acids may be selected from aliphatic, cycloaliphatic, 
aromatic, araliphatic, heterocyclic, carboxylic and 

25 sulfonic classes of organic acids, example of which are 
formic, acetic, propionic, succinic, glycolic, gluconic, 
lactic, malic, tartaric, citric, ascorbic, glucuronic, 
maleic, fumaric, pyruvic, aspartic, glutamic, benzoic, 
anthranilic, mesylic, salicylic, p-hydroxybenzoic, 

30 phenylacetic, mandelic, embonic (pamoic) , methanesulf onic, 
ethylsulfonic, benzenesulfonic, pantothenic, 
toluenesulfonic, 2-hydroxyethanesulf onic, sulfanilic, 
stearic, cyclohexylaminosulf onic, algenic, p 
-hydroxybutyric, salicylic, galactaric and galacturonic 

35 acid. Suitable pharmaceutically-acceptable base addition 

salts of compounds of Formula I include metallic salts made 
from aluminum, calcium, lithium, magnesium, potassium, 
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diastereoisomeric salts by treatment with an optically 
active acid or base. Examples of appropriate acids are 
tartaric, diacetylt^rt^ic f 4ifeenzoyltartaric, 
ditoluoyltartaric an4 c^nphQFsulfpnic acid and then 
5 separation of the mixture of ^stereoisomers by 

crystallization foilpwecj fey iifee^tipji of the optically 
active bases from these p§lts, & different process for 
separation of optical isomers involves the use of a chiral 
chromatography coiuitfli optimally chosen to maximize the 

10 separation of the e^^nt 4. pir^s ? Still another available 
method involves synthesis pf cpyalent diastereoisomeric 
molecules by reacting $n canine functionality of precursors 
to compounds of Formula I with an optically pure acid in an 
activated form or $n optically pure isocyanate, 

15 Alternatively, di^sterepmejric cje^riyatives can be prepared 
by reacting a carboxyl functionality of precursors to 
compounds of Formula J with sn optically pure amine base. 
The synthesized 4iasterec?ispmer£ c^n be separated by 
conventional means such $s chromatography, distillation, 

20 crystallization or sublimation, w d then hydrolyzed to 

deliver the enantiomericaily pure compound. The optically 
sodium and zinc or organic salts made from N,N'- 
dibenzylethylenedismine, choline, chloroprocaine, 
diethanolamine, ethylenediamine, meglumine (N- 

25 methylglucamine) and procaine. All of these salts may be 
prepared by conventional means from the corresponding 
compound of Formula I by reacting, for example, the 
appropriate acid or base with the compound of Formula I. 

Also included in the family of compounds of Formula I 

30 are the stereoisomers thereof. Compounds of the present 
invention can possess one or more asymmetric carbon atoms 
and are thus capable of existing in the form of optical 
isomers as well as in the form of racemic or nonracemic 
mixtures thereof. Accordingly, some of the compounds of 

35 this invention may be present in racemic mixtures which are 
also included in this invention. The optical isomers can 
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be obtained by resolution of the racemic mixtures according 
to conventional processes, for exaitple by formation of 
active compounds of Formula J^TJ can likewise be obtained 
by utilizing optica^iy active starting materials. These 
5 isomers may be in the fopti of a fpee acid, a free base, an 
ester or a salt. 

Additional jnetl}c>4s fop resolving optical isomers, 
known to those skilled in tfce $rt ^ay be used, for example, 
those discussed by J ? Jaques et $1 ip Enantiomers , 
10 Racemates, ^nd Resolijtio^. jpftn Wiley and Sons, New York 
(1981), 

GENERAL SYNTHETIC PROCEDURES 

The compounds of the invention can be synthesized 
15 according to the following procedures of Schemes I -XI, 
wherein the R-R 8 sufcstityentg; are as defined for Formula 
I-III, above, except where further noted, 

geheme J 

20 




3. DPPA, Et 3 N, 

Ph-CH 3 , 
0°C - A 

4. t-BuOH, HCl, 

RT- A 




4 

Synthetic Scheme I shows the four step procedure 
which can be used to prepare the substituted ketone 
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compounds 4 from the substitute^ benzaldehyde 1 and acid 
2, where r2 is alkyl, I# step one, benzaldehyde . 1 and 
substituted acetic c*ci4 3 are first heated in acetic 
anhydride and trie thy limine yi$ Perkin condensation, 
5 In step two, hydrolysis produces the corresponding 2,3- 
disubstituted acrylic gcicjs | T step three, the 
acrylic acids 3 are reacted with diphenylphosphorylazide 
(DPPA) and triethylamine in tolyejae at 0°C and then 
warmed to room temperature to $03^1 acylazides. In step 

10 four, the crude acyia?i<}es $re heated to form an 

isocyanate via a Cu^ti^s p e$rjr$?}gen\e?it . The isocyanate 
is trapped as the N-t-butylp^c^hpnyl enamine 
derivative via the edition of fc ert -feu tanol . Acidic 
hydrolysis, such as by ysing concentrated HC1, provides 

15 the substituted ketone 4 intermediates . 

Scheme IS 




Synthetic Scheme II shows an alternative approach 
which can be used to prepare substituted ketone 
intermediates 7, isomers of 4 where R 2 is alkyl, via the 
use of Friedel-Crafts acylation. An acylating agent 5, 
25 such as an acid chloride, is treated with aluminum 
chloride in an inert solvent, such as methylene 
chloride, chloroform, nitrobenzene, dichlorobenzene or 
chlorobenzene, and reacted with alkylthiobenzene 6 to 
form ketone 7. 

30 Other synthetic approaches are possible to form the 

desired ketones. These alternatives include reacting 
appropriate Grignard or lithium reagents with 
substituted acetic acids or corresponding esters. 
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ScJi eme III 



R 2 S 




TPSC1 



R 2 S X^ OTBS 



R 1 




H + 



H2O 



MCPBA 



TBSO 



NH4OAC 



JiOAc 



R 2 0 2 S 




Scheme III shows the five step synthesis , as 
described in U.S. Patent No. 3,647,858, which can be 
used to prepare the 5- (4-alkylsulfonylphenyl)oxazoles 12 
of Formula I from ketone 4 (prepared in Scheme I) . 

10 Preparation of the silyl enol ether 8 (where TBSC1 is 
t ert -butyl -dimethyls ilyl chloride) is followed by 
oxidation, such as with m-chloroperoxybenzoic acid 
MCPBA), to give the appropriate silylated benzoin 9. 
Desilylation of this silylated benzoin 9 is achieved 

15 using aqueous acid, such as trif luoroacetic acid, to 

give the desired benzoin 10. Reaction of the benzoin 10 
with the appropriate acid chloride in the presence of 
base, such as pyridine, gives the benzoin esters 11 
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which may be converted to the antiinflammatory oxazoles 
12 of the present invention upon treatment with ammonium 
acetate in acetic acic} $t ref lipc. 

5 ggkem© iv 




Scheme IV shows the five step synthesis, similar to 
10 that described above in Scheme III, which can be used to 
prepare the 4- (4-alkylsulfonylphenyl) oxazoles 17 of 
Formula I from ketone 7 (prepared in Scheme II) . 
Preparation of the silyl enol ether 13 is followed by 
oxidation, such as with jn-chloroperbenzoic acid, to give 
15 the appropriate silylated benzoin 14. Desilylation of 

this silylated benzoin 14 is achieved using aqueous acid, 
such as trifluoroacetic acid to give the desired benzoin 
15. Reaction of the benzoin 15 with the appropriate acid 
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chloride in the presence of b$se, such as pyridine, gives 
the benzoin esters 16 whicft jn^y be converted to the 
antiinflammatory oxazoles 17 of tl\e present invention upon 
treatment with ainmoniym ^cet^te ir\ acetic acid at reflux. 

gghems v 





20 



%) Br 2 , H?r, 
HOAc 



2) #q. acetone 



NH 4 OAc/HOAc 



X 



OH 



18 



RCOCl 
Base 



R 1 



19 



10 



15 



20 



Scheme V shows the four step synthesis which can be 
used to prepare oxazoles 20 from ketones 4 (prepared in 
Synthetic Scheme I) . In step one, ketones 4 are readily 
brominated via the addition of bromine in acetic acid to 
form the 2 -bromoethanone intermediates. In step two, 
reaction of the bromoethanone with aqueous acetone yields 
the benzoin 18. In step three, reaction of the benzoin 18 
with the appropriate acid chloride in the presence of base, 
such as pyridine, gives the benzoin esters 19. In step 
four, benzoin esters 19 are converted to the oxazoles 20 
upon treatment with ammonium acetate in acetic acid at 
reflux. 
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23 22 



Similarly, Scheme VI s^ows the four step synthesis 
which can be used to prepare ox^zoles 33 from ketones 7 
(prepared in Synthetic Scheme II) . In step one, ketones 7 
are readily brominated via the addition of bromine in 
acetic acid to form the 2-bromoethanone intermediates. In 
step two, reaction of the bromoethanone with aqueous 
acetone yields the benzoin 3J. In step three, reaction of 
the benzoin 21 with the appropriate acid chloride in the 
presence of base, such as pyridine, gives the benzoin 
esters 22. In step four, benzoin esters 22 are converted 
to the oxazoles 23 upon treatment with ammonium acetate in 
acetic acid at reflux. 
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Scheme VII 




An alternative synthesis of the 
5 alkylsulfonylphenylox^zqles \% $nd 17 is accomplished as 
shown in Synthetic Scheme VII from oxazoles 30 and 23 
(prepared in Schemes V and VI) . Oxazoles 20 and 23, where 
R? is an alkyl radical, are oxidized, such as with MCPBA (2 
equivalents) in methylene chloride to form the 
10 antiinflammatory alkylsulf onyl oxazoles 12 and 17. Other 
suitable oxidizing agents include Oxone®, hydrogen 
peroxide, periodate, peracetic acid and the like. 
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3) RlCH 2 X <* 

2§ 26 O 




?8 

27 



5 In a method sinq-iap to tft^t shown in Scheme IV, Scheme 

VIII shows a method for preparing oxazoles 38 where Ar 1 
represents an aromatic or fceterosryl radical without a 
sulfur substituent , A solution of aldehyde 34 and zinc 
iodide in an organic solvent s\;ch as dichlorometbiane (100 

10 irL) is treated with trimethylsilylcyanide to give the 

trimethylsilyl cyanohydr in . The trimethylsilyl cyanohydrin 
is added to a solution of Arl-jnagnesium bromide in diethyl 
ether while maintaining the temperature between 25*35 °C to 
give the benzoin 25, The benzoin 25, pyridine, and acid 

15 chloride are reacted at room temperature to yield the 
benzoin ester 26. Addition of ammonium acetate to the 
benzoin ester 26 yields the oxazole 28. Alternatively, 
the hydroxy- oxazoline 37 is isolated. Dehydration of the 
hydroxy-oxazoline 27 yields the oxazoles 28. By reversing 

20 the positions of Rl and Ar^ in the keto-enol 25, oxazoles 
can be prepared with Rl is at position 4. 
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Scheme IX 

« 2.B(R») 3f A II 
0 „ „ 0 



3.H2NOS03H, 
%OAc, H 2 0 



29 n ? u 30 

Synthetic Scheme VI IJ s^ows tfre three step procedure 
used to prepare sulfonamide antiinflammatory agents 30 
from their corresponding methyl si&fones 29. In step one, 
a THF solution of the methyl sulfpnes 3? at about -78°C is 
treated with an alkyllithixjm reagent , e.g., methyllithium, 
n-butyllithium, etc. In step two, the anions generated in 
step one are treated with an org^noborane, e.g., 
triethylborane, tributylborane, etc., at about -78°C then 
allowed to warm to ambient temperature prior to stirring at 
reflux. In step three, a$i aqueous solution of sodium 
15 acetate and hyc^o>^amine-0-sulf pnic acid is added to 
provide the corresponding sulfonajnide antiinflammatory 
agents 30 of this invention. 



Scheme X 

^V_K 1)C1S0 * l cl02SAr >Vi 

2 >NH 4 OH Ri^o' 



32 



31 



o o 

NH 2 S — Ar 



33 

Scheme X shows another method of preparing 
oxazolylbenzenesulfonamides 33 of the present invention. 
The oxazole 31 is stirred with chlorosulf onic acid at 
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about 5 °C to give the sulfonyl chlorides 32. The 
sulfonyl chloride 32 is reacted at about 5 °C with 
ammonium hydroxide to give the sulfonamides 33 of the 
current invention, In addition, disulfonamides can be 
formed by substitution on Rl where Rl is aryl or 
heteroaryl . 




34 



T © 



H2NO2S 



35 



Apelpne HgNQaS 




HBr, HOAc, Br 2 



36 



HoX R 



PMA,KjC0 3 H 2 N °2 S 
i8-Crown-6, 



37 



HOAc 
NH4OAC 



RlN tr N 



10 



39 



Synthetic Scheme XI shows the five step procedure 
which can be used to prepare the substituted 
oxazolebenzenesulfonamide compounds 39, from the 
15 substituted ketone 34. The benzenesulf onamide 36 is 

formed, such as by adding the ketone 34 to chlorosulf onic 
acid at about -78 °C, then warming to room temperature to 
form the sulfonyl chloride 35. The sulfonyl chloride 35 is 
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reacted with aqueous ammonium hydroxide in a solvent/ such 
as acetone, at about 5 °C, and then at room temperature to 
form the sulfonamide 36, In step 3, the sulfonamide 36 is 
selectively brominated, sucfc $s with a solution of 30% HBr 
5 in acetic acid, acetic $cid §nd kjrpirane to form the 

bromoketone 37* In Step 4, tfte bjrojnoketone 37 is added to 
an acid and potassium c$rbqn$te in dimethylacetamide to 
give the desired crude qc-acyloxy ketone 38, In step 5, 
acetic acid ^nd smmonivim acetate $.re added to the acyloxy 
10 ketone 38, and heated, s\jcfc $s at c&out 100 °C to give the 
oxazole 39. 

The following exaptpies contain detailed descriptions 
of the methods of preparation of compounds of Formula 3> 
III. These detailed descriptions f$ll within the scope, and 

15 serve to exemplify, the $bove described General Synthetic 
Procedures which form p^rt of tl}e invention. These detailed 
descriptions are presented for illustrative purposes only 
and are not intended as a restriction on the scope of the 
invention. All parts ape weight $nd temperatures are in 

20 Degrees centigrade wless otherwise indicated. 
The following abbreviations are used: 
EtOAc - ethyl acetate 
NaOAc - sodium acetate 
NaH - sodium hydride 

25 NH4OAC - ammoniuum acetate 

HC1 - hydrochloric acid 

DMSO - dimethylsulf oxide 

DMSOdff - deuterated dimethylsulf oxide 
CHC1 3 - chloroform 

30 CD3OD - deuterated methanol 

MgSC>4 - magnesium sulfate 

NaHCC>3 - sodium bicarbonate 

Na2S04 - sodium sulfate 

DMF - dimethyl formamide 
35 CH3CN - acetonitrile 

Cul - copper iodide 

NaOH - sodium hydroxide 
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Pd/C - palladium on c$rfco?i 
HBr - hydrobromic ^cic} 
K2CO3 - potassium cart>Qh3te 
MeOH - methanol 
5 EtOH - ethanol 

LiOH - lithium hydroxide 

CH 2 C1 2 - methylene q]alpri4e/dic^lorQmethane 

DBU - l,8-diazabicyclo[5 ? 4 ? p^n4ecr7-eTie 
h - hour 
10 min - minutes 

THF - tetrahydrofuraji 

HRMS - high resolutiori jn^ss spectrum 




4- (4-Fluoropfceny;) ^2- (3-rpkenylethyl) -5- (4- 
(methy Isulf ppyl ) phenyl ) oxazole 

20 

St e P If Preparation of 1 - (A-flunrnnhftnvl) -2-hvdroxv-2- 
(methvlsulf onvl ) nhPny] ) ethannnf 

A suspension of 2,03 g sodium hydride in 125 mL 
tetrahydrofuran (THF) was stirred at 0*C under a 

25„ nitrogen atmosphere as a solution containing 20.0 g of 
1- (4-f luorophenyl) -2- [4- (methylthio ) phenyl ] ethanone, as 
prepared in U.S. Patent No. 3,647,858, in 100 mL of THF 
was added dropwise over 3 0 minutes. The reaction was 
allowed to warm to 25 *C for 18 hours. A solution 

30 containing 12.7 g (84.5 mmol) of tert-butyl- 
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dimethylsilyl chloride (DBSCL) in 20 mL THF was added 
over 5 minutes and the resulting solution stirred at 
25°C for 18 hou^s, The reaction was quenched by pouring 
into aqueous sodium bicarbonate, The mixture was 
5 extracted with ethyl acetate apt} the combined organic 
extracts dried over spcJiiw sulfate. Concentration in 
vacuo provides a yellow pil, which solidified on 
standing to give 27.9 g of the silyl enol ether. NMR 
spectra was consistent with the assigned structure. The 

10 silyl enol ether w$s \4se4 without further purification. 
A solution containing g of the silyl enol 

ether in 500 mL methylene chloride (CH2CI2) was cooled 
to O'C under a nitrogen atmosphere while being stirred 
mechanically ♦ 77 T lg of JrHchlproperpxybenzoic acid 

15 (technical grade, 50^60%) was a^decj and the reaction was 
stirred at 0'C for ? hQWS and allpwet} to warm to 25 'C 
over 1 hour. The reaction mixture was washed with an 
aqueous solution of podium metabisulf ite, followed by 
aqueous sodium bicarbonate. The organic solution was 

20 dried over sodium sulfate and concentrated in vacuo to 
give 24.5 g of 1 - ( 4 - f luor opheny 1 ) - 2 - 1 er t - 
butyldimethylsilyloxy-2- [4- 

(methylsulfonyl) phenyl lethanone. NMR spectra were 
consistent with the assigned structure. This material 

25 was used without further purification* 

The benzoin silyl ether was dissolved in 100 mL of 
90% aqueous trif luoroacetic acid and stirred at 25*C for 
18 hours. The reaction was quenched by slowly pouring 
into saturated aqueous sodium bicarbonate solution. The 

30 product was extracted with ethyl acetate and the 
combined organic extracts were dried over sodium 
sulfate. Concentration in vacuo provided an oily solid, 
which was recrystallized from 50% ethyl 
acetate/isooctane to give 15.5 g of a crystalline white 

35 solid (mp 122-123 'O whose structure was assigned as 1- 
( 4 - fluoro phenyl ) -2 -hydroxy- 2 - 
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(methylsul fonyl) phenyl ) etl>anpne on the basis of its 
spectral properties. 

The isomeric fcenzpin, (4t| luorophenyl) -2-hydroxy- 

1- ( 4- (methylsulfonyl ) phenyl ) et^npne , was prepared 
5 analogously from 2- (4-fluRropkenyl) -1- [4- 

(methyithio) phenyl ethsnpne ? 

Step 2 ; ?rgp^rat^pn , qf , Jrlii^prQphQnyj,) -g- (g- 
phenylethy J. ) -$ - ( 4 - f tngyiY^u^fgny 1 ) phfsnyiU Qx^Qie. 
10 A solution containing 5.00 g of 1^ (4-f luorophenyl) - 

2- hydroxy~2r {4^ (^et^ylsulf pnyl) phenyl ) ethanone in 100 mL 
methylene chloride (CH2PI2) W#s stirred at 25 as 6,60 
mL of pyridine was $dded f fpllpwecj fey 3.61 mL of 
hydrocinnamoyl chloride, 

15 The reaction w$s stirred at 25 ? C for 48 hours, 

after which the organic solution was washed with IN HC1, 
dried over sodium sulfate and concentrated in vacuo to 
give an oily solid , This material was recrystallized 
from 50% ethyl ^cetate/ispoctane to give 4-40 g of a 

20 beige crystalline solid (WP 152^153 ,5*C) . NMR spectra 
were consistent with the assigned structure of l-(4- 
f luorophenyl) -2- [4- (methylsulfonyl) phenyl] -2- (2- 
phenyDpropionyloxy ethanpne, This material was 
dissolved in 100 mL of glacial acetic acid and 7,70 g of 

25 ammonium acetate was added* The reaction was heated to 
reflux with stirring for 1.5 hours, after which it was 
cooled to room temperature and poured into 100 mL of 
water. The product was extracted with ethyl acetate and 
the combined organic extracts washed with aqueous sodium 

3 0 bicarbonate, dried over sodium sulfate and concentrated 
in vacuo to give an oily solid which was recrystallized 
from 50% ethyl acetate/ isooctane to give 3.55 g of 4- (4- 
f luorophenyl) -2- (2-phenylethyl) -5- (4- (methylsulfonyl) 
phenyl) oxazole as a white crystalline solid (mp 117- 

35 118'C) . NMR spectra was consistent with the assigned 
structure. 
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4- (4-Fluorophenyl) -2 -methyl -5^ [4- 
(methylsulfonyl) phenyl ] oxazole was prepared in an 
10 analogous manner to that shown in Example 1. Melting 
point: 158-159 °C T 



EXAMPLE 3 



15 




4- (4-Fluorophenyl) -5- [4 - (methylsulf onyl ) phenyl ] - 

2 -phenyloxazole 

4- (4-Fluorophenyl) -5- [4- (methylsulf onyl) phenyl] -2- 
phenyloxazole was prepared in a manner analogous to 
Example 1. Melting point: 204-205 
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5 3^en?Yl*4* (4*# lupjrpp&PByl ) -5- (4- 

2-Benzyl-4- (4^f luprophenyl) -5- (4- 
{methyXsulfonyl)phenylpx^?pl-e w$s prepared in a manner 
10 analogous to Example } ? The 408 <M+H)+ was 

consistent with the $ssigjie4 structure. 



15 




4- (4-Fluorophenyl) -5- [ 4 -methyl sul f onylphenyl ] -2- 
( 3 -phenylpropyl ) oxazole 



20 4- (4-Fluorophenyl) -5- [4-methylsulf onyl phenyl] -2- 

( 3 -phenylpropyl) oxazole was prepared in a manner 
analogous to Example 1. The m / z 43 6 (M+H) + was 
consistent with the assigned structure. 
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EXAMPLE 6 




5 

4- ^^ethyls!^ ouylphenyl] -2- 

4- (4-Fluorophenyi) -5- [4-metftylsulfonyl phenyl] -2- 
10 propyloxazole was prepared} ir* 3 ^nr^er analogous to 

Example 1. The ™/ z 360 (ty+H) + was consistent with the 

assigned structure. 

EXAMFfcE 7 

15 




2- (tert-Butyl) -4- { 4 -f luorophenyl ) -5 - [4- 
( methyl sulf onyl) phenyl] oxazole 

20 

.2- (Tert-butyl) -4- (4-f luorophenyl) -5- [4- 
(methylsulfonyl) phenyl] oxazole was prepared in a manner 
analogous to Example 1. Melting point: 130-131 "C. 
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EXAMPLE 8 




4 - ( 4-Flnorq$>kenyl ) * 3 - ( 4 -W§ kkosypfcejayl ) methyl - 5 - 



4- (4-Fluorophenyl) r2- (4-wetHpx^tienyl)rnethyl-5- [4■ 
methylsulf onylphenyl] oxazole yj$s prepared in a manner 
10 analogous to Example l r Welting point: 123-124 *C. 

EXAMPLE 9 



15 




OCHi 



CH 3 S0 2 



4 - { 4 -Fluor opheny 1 ) - ? - ( 3 -^etfcoxyphenyl ) methyl - 5 • 
[4 -methyl sulf qjiylphenyl ] oxazole 



4- (4-Fluorophenyl) -2- (3-methoxyphenyl)methyl-5- [4- 
20 methylsulfonylphenyl] oxazole was prepared in a manner 
analogous to Example 1, The ?V 2 437 (M+H) + was 

consistent with the assigned structure. 
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5 2-Diplietiyimethyi^4- Jup^ropjienyl) -5- [4- 

jnetfcyJeiaf o^ylpkeay}) q*^zole 

2 - pipheny lmetfty 1 t 4 H 4 f luorophenyl ) - 5 - [ 4 - 
methylsulfonylphenyl]px4zple was prepared in a manner 
10 analogous to Example 1 7 pelting point; 155-156 *C. 

EXAMPLE 11 



15 




Ethyl 2- [4- (4-f luorophenyl) -5- (4- 
methylsulf onylphenyl) ] -2 -oxazoleacetate 



Ethyl 2- [ 4- (4-f luorophenyl) -5- (4- 
20 methylsulf onylphenyl) -2 -oxazoleacetate was prepared in a 
manner analogous to Example 1. Melting point: 123 -124' C. 
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5 Methyl 3 - [4- ( 4 -n\*QFPp&e*iyl ) - 5 - { 4- 

piethyl^lf osylpbeay*) J -3^o*3?olep*ropanate 

Methyl 3 - [ 4 - ( 4 - f luoropheny 1 ) - 5 - [ 4 - 
methylsulfonylphenyl]pxazol"2-yl]propanate was prepared 
10 in a manner analogous .to Example 1 ? The 404 (M+H)+ 

was consistent with the assigned structure. 




Methyl 4- [4- (4-f luorophenyl ) -5- (4- 
methylsulf onyl) phenyl] ] -2-oxazolebutanate 

20 Methyl 4- [4- (4-f luorophenyl) -5- [4- 

(methylsulfonyl ) phenyl ] ] -2-oxazolebutanate was prepared 
in a manner analogous to Example 1. Melting point: 89- 
91*C. 
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EXAMPLE 14 




5 5- (4-Fl^prpp^e?iyl) -2-mettiyl-4- [4- 

(mettxy;sulfonyl)p^e^y;j oxazole 

5- (4-Fluorophenyl) -2 -methyl- 4- [4- (methylsulf onyl) 
phenyl ]oxazole was prepared in a manner analogous to 
10 Example 1 but with 2- (4-fluoropheiiyl) -1- [4- 

(methylthio ) phenyl ] ethanone as the starting material* 
The 332 (M+H) + was consistent with the assigned 
structure. 

is EXAMPLE 15 




Methyl 3 - [ 5 - ( 4 -f luorophenyl ) -4 - [4- 
20 (methylsulf onyl) phenyl] ] -2 -oxazolepropanoate 

Methyl 3-[5M4-fluorophenyl)-4-[4- 
(methylsulfonyl) phenyl] ] -2-oxazolepropanoate was 
prepared in a manner analogous to Example 14. The m / 2 

25 404 (M+H) + was consistent with the assigned structure. 
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3* [4M4^me?gph W l)^5r [4. 
(inet^yls\;Xf o^y})p^e^yl] J ^3 -osasqle^cet ic acid 



2 - [ 4 - ( 4 -pluorophenyl )^5-[4~ (methylsulfonyl ) 
10 phenyl] oxazol-2-yl] acetic $ci4 was prepared from Example 
11 via alkaline hydrolysis using 1 N sodium hydroxide in 
methanol and appropriate reaction conditions. Melting 
point: 118-12CTC, 




3- [4- (4-Fluorophenyl) -5- [4- 
20 (methylsulfonyl) phenyl] ] -2-oxazolepropanoic acid 

3 - [4- (4-Fluorophenyl) -5- [4- (methylsulfonyl) 
phenyl] ] -2 -oxazolepropanoic acid was prepared from 
Example 12 in a manner analogous to Example 17. Melting 
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point: 197-198°C, The W/ ? 390 + was consistent with 

the assigned structure. 

EXAMPLE 18 




OH 



10 



20 



4^ t4M4^nvprpphenyl)-5- [4- 
(siethylsulfpnyl) phenyl] ] -^psasplebutanoic acid 



4- [4 - (4-Fluo?-pphenyl) -5 - [4 - (methylsulfonyl) 
phenyl] ] -2-oxazolebutanpic acid v/as prepared from 
Example 13 in a manner analogous to Example 17 . Melting 
point: 140-141°C. The m / ? 404 (M+«) + was consistent with 
15 the assigned structure . 

EXAMPLE 19 




OH 



3- [5- ( 4-Fluorophenyl ) -4- [4- 
(methylsulf onyl) phenyl] ] -2-oxazolepropanoic acid 
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3 - [ 5 - ( 4 -Fluoropheny 1 ) - 4 - [ 4 - (me thylsul f onyl ) 
phenyl] ] -2 -oxazplprppanoic #ci4 w^s prepared from 
Example 15 in a manner analogous to Example 17. The m / z 
390 (M+H>+ was consistent witfc tfte assigned structure. 

5 

EXAMPLE % 0 




4- ^ { 3^by§?rp*ypropyl ) -5- [4- 

(metbyipu^fp^y 3.) phenyl] oxazole 



A solution containing 100 jng (0.239 mmol) of 3-[4- 
(4-fluorophenyl) -5- [4- (methylsulf onyl) phenyl ]oxazol-2- 

15 yl] propanoic acid, methyl ester in 10 mL of 

tetrahydrofuran was cooletj to 0°C with stirring under a 
nitrogen atmosphere as 0,53 mL of diisobutylaluminum 
hydride (1m in toluene, 0.523 mmol) was added dropwise 
over 5 minutes. The reaction was allowed to warm to 

20 25°C and poured into 100 mL of a saturated solution of 
sodium potassium tartarate. Ethyl acetate (100 mL) was 
added and the mixture was stirred until the layers 
separated (approx. 1 hour) . The organic layer was 
separated and dried over sodium sulfate. Concentration 

25 in vacuo gave an oily solid, which was recrystallized 
from 50 % ethyl acetate-isooctane to give 75 mg of a 
white crystalline solid (mp 123-124°C) which was 
characterized on the basis of its spectral 
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characteristics: *H-I*MR (CDCI3, 300 MHz) 8 2.10 (m. 2H) , 
2.56 (bs, 1H), 3.01 (t, ?H, J=7,0 Hz), 3.07 (s, 3H) , 
3.80 (t, 2H, J=5.9 Hz) f 7,09 (t, ?H, J=8.5 Hz), 7.57 
(dd, 2H, J-8.5 and 5,5, Hz) f 7,73 (d, ?H, J=8.5 Hz) and 
5 7.89 (d, 2H, J=8,5 Hz) , * 9 F-K|MR (CDCl 3 , 280 MHz) 5 

-111.97. LFMS m/z 376 (M + H)+, HRMS calc. for 
Ci9H 18 N04FS: 376. ^.01?, Observed: 376,1026. Analysis 
calc. for CigHia^FSrG: 60.79, H: 4.83, N: 3.73. 
Observed-C: 60,53, R: 4,85, ty; 3,66. 

0 




15 3- [4- (4-Fluorophenyl)-5- [4- 

(methylsulf onyl) phenyl] ] -2-oxazolepropanamide 

3- [4- (4-f luorophenyl) -5- [4- (methylsulfonyl) 
phenyl] ] -2-oxazolepropanamide was prepared by treating 
20 methyl 3- [4- (4-f luorophenyl) -5- (4- 

(methylsul f onyl ) phenyl ) -2 -oxazolepropanoic acid , 
(Example 12) with excess ammonia in methanol for 5 days. 
Melting point: 193-195 *C. 
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5 5t (4^Pl^PTPphenyl) T3rpji^yl-4- 14- 

Step 1; Preparation of 5^ (f ^orpp^enyl) -4- 
(methvlthio ) phenyl ] t2 -phfenyj, g iggle 

10 A solution containing 560 jng (2,03 mmol) of 2-(4- 

f luorophenyl) -2-hydroxy-l- [4- (methyl thio ) phenyl ] 
ethanone ir\ 50 mL of ^ethylene chloride was stirred at 
25°C as 0.82 mL (10.15 mmol) of pyridine was added, 
followed by 0.28 mL (2 T 44 mmol) of benzoyl chloride. 

15 The reaction was stirred 3t 25°C for 2 days, after which 
it was washed with IN HC1, dried over sodium sulfate and 
concentrated in vacuo to give a crude oil which was 
characterized as the benzoin ester on the basis of its 
spectral characteristics: ^H-NMR (CDCI3, 300 MHz) S 2.53 

20 (s, 3H), 7.08 (s, 1H) , 7,12 (t, 2H, J=8.7 Hz), 7.27 (d, 
2H, J=8.7 Hz), 7.49 (t, 2H, J=7.7 Hz), 7.60 (m, 3H) , 
7.94 (d, 2H, J=8.7 Hz) and 8,14 (d, 2H, J=8.7 Hz). This 
material was dissolved in 50 mL of glacial acetic acid 
and 1.56 g (20.3 mmol) of ammonium acetate was added. 

25 The reaction was heated at reflux for 2 hours, cooled to 
25°C and poured into 100 mL of water. The aqueous 
solution was extracted with ethyl acetate and the 
combined organic extracts were washed with water and 
sodium bicarbonate solution, dried over sodium sulfate 

30 and concentrated in vacuo. The crude solid was purified 
by flash chromatography using a silica gel column and 
50% ethyl acetate/hexane as the eluent to give a white 
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solid which was recrystallized from 50% ethyl 
acetate/isooctane to give 450 mg (61%) of a white 
crystalline solid (mp 348-119°C) whose structure was 
assigned as 5- (4-f lupropheny^) -4- [4- (methylthio) 
5 phenyl] -2 -phenyl ox^zole on the fcasis of its spectral 

characteristics: IHt^MR (CPCI3, 300 #Hz) 8 2,52 (s, 3H) , 

7.10 (t, 2H, J=8 r 8 tfz), 7,28 (4, 2fJ, J=8,5 Hz), 7.47 (m, 
3H), 7.62 (m, 4H) and 8 ? 13 (xti, 2H) . 19 F-NMR (CDCI3 , 280 
MHz) 5 -111,96. LRMS fti/z 361 (M)+. HRMS Calc'd, for 
10 C22H16NOFS: 36;. 0937, Observed: 361,0970. Analysis 
Calc'd, for G22H16NPFS: C, 71,51; R, 6.55; N, 3.79. 
Observed: C, 72 r 85; H, 4,52; N, 3.84, 

Step 2: Preparation of 5- (4-f lijorophenvl ) -4- T4- 

15 (methvlsulf invl ) phenyl] -2-phenyloxazole . 

A solution containing 64 mg (0,173 mmol) of 5- (4- 
f luoropheny. 1 ) -4- [4^ (inethylthio) phenyl] ^2-phenyloxazole 
in 10 mL of methylene chloride was stirred at -78°C as 
60 mg (0.173 mmol base4 on 50% purity) of m- 

20 chloroperoxybenzoic acid was adcte4 all at once. The 
reaction was stirjre4 3t ^78°C for 1 hour. Thin-layer 
chromatography (TLC) (silica, 50% hexane-ethyl acetate) 
indicated that the reaction mixture consisted of mostly 
sulfoxide, with a minor amount of sulfide and sulfone. 

25 The reaction was poured into a solution of aqueous 
sodium metabisulf ite. The aqueous solution was 
extracted using ethyl acetate and the organic layer was 
washed with saturated sodium metabisulf ite, saturated 
sodium bicarbonate and brine. The resulting clear 

30 solution was dried over sodium sulfate and concentrated 
in vacuo to give a white solid which was purified by 
flash chromatography on a silica gel column using 50% 
ethyl acetate/hexane as the eluent. Recrystallization 
from 50% ethyl acetate/isooctane gave 48 mg (74%) of a 

35 white crystalline solid (mp 164-165°C) whose structure 
was assigned as 5- (4-f luorophenyl) -4- [4- 
(methylsulfinyl ) phenyl ] -2-phenyl oxazole on the basis of 
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its spectral characteristics: ty-NMR (CDCI3 , 3 00 MHz) 8 
2.80 (s, 3H), 7,16 (t, ?H, J=8.5 flz), 7.54 (m, 3H) , 
7.66-7.75 (m, 4H) , ? T ?3 (d f 2fi f J=8,5 Hz) and 8.19 (in, 
2H). l*RMS m/z 37? (M) + t HPMS G^lc'd. for C 2 2Hi6N0 2 FS: 
5 377.0886. Observed; 377 T 0868. ^ft^lysis Calc'd. for 
C22Hi 6 NO ? FS: C,70.0i; H, 4,27; N, 3 ? 71. Observed: C, 
68.18; H, 4.19; N, 3.58 ? 

Ste p 3? Pr fiPflrarion Of 5- : ( 4-fluorophenvl) -4- U- 

10 (qigthylsu] tonyl) phenyl] -2^p}ienyloxazolg. 

A solution cprit^ining H ftig (0,173 mmol) of 5-(4- 
fluorophenyl) -4- [4- (methylthio) phenyl] ^2-phenyloxazole 
in 10 n\L of methylene chloride w$s stirred at -78 °C as 
120 mg (0,346 mmol based pn 50% purity) of m- 

15 chloroperoxybenzoic $cid was added at once. The 
reaction was stirred at ^78 °C for 1 hour and TLC 
(silica, 50% hex^ne^etfcyl acetate) ijidicated that the 
reaction mixture consisted of mostly sulfone. The 
reaction was poured into $ solution of aqueous sodium 

20 metabisulf ite. The aqueous solution was extracted using 
ethyl acetate and the organic layer was washed with 
saturated sodium metabisulf ite, saturated sodium 
bicarbonate and brine. The resulting clear solution was 
dried over sodium sulfate and concentrated in vacuo to 

25 give a white solid which was purified by flash 

chromatography on a silica gel column using 50% ethyl 
acetate/hexane as the eluent. Recrystallization from 
50% dichloromethane/isooctane gave 62 mg (91%) of a 
white crystalline solid (mp 175-176°C) whose structure 

30 was assigned as 5- (4-f luorophenyl) -4- [4- 

(methylsulfonyl) phenyl] -2 -phenyl oxazole on the basis of 
its spectral characteristics: *H-NMR (CDCI3, 3 00 MHz) 8 

3.13 (s, 3H), 7.19 (t, 2H, J=8.6 Hz), 7.55 (m, 3H) , 7.69 
(m, 2H), 8.00 <m, 2H) , 8.17 (m, 2H) . LRMS m/z 393 (M)+. 
35 HUMS Calc'd. for C22H16NO3FS : 393.0835. Observed: 
393.0865. 
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H3CQ2S- 




2-Cyclohexyl-4- (4-f luorophenyl) -5- [4- 
(methylsulf oriyl ) phenyl ] ox^zple was prepared in a manner 
10 analogous to Example 1, Welting point: 127-128°C, 

EXAMPLE 24 



15 




2-Benzyloxymethyl-4- ( 4- f luorophenyl ) -5- [4- 
( met hylsul foixyl) phenyl ] oxazole 



Step 1; preparation of the benzoin gst.gr 
20 A solution containing 2.07 g (6.71 mmol) of l-(4- 

f luorophenyl) -2-hydroxy-2- [4- 

(methylsulfonylphenyl)ethanone in 100 mL of methylene 
chloride was stirred at 25°C as 2,71 mL (33.55 mmol) of 
pyridine was added, followed by the addition of 1.27 mL 
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(8.05 mmol) of benzyloxyacetyl chloride. The reaction 
was stirred at 25°C fof 48 ftp^s, after which the 
resulting yellow sq^ytiqji w^s washed with IN HCl, dried 
over sodium sulfate 3n4 concentrate^ in vacuo. The oily 
5 yellow solid was pu^if^eS via fiash chromatography on a 
silica gel column using ?P % etfiyl ^cetate/hexane as the 
eluent. This provided 2.22 g (73 %) of a white foam, 
which was characterize §s the benzoin ester on the 
basis of its 1?MR spectr^: *H-NMR (CpCl 3/ 300 MHz) 8 3.03 
10 (s, 3H), 4,23 <d, m, J=1? ? 0 Hz) f 4*33 (d, 1H, J=17.0 

Hz), 4*67 (s, 2H), 6,95 (s, iH) , 7-13 (t, 2H, J=8.5 Hz), 
7.35 (m, 5H), 7.66 (c?, 2ff f J=8,l J?z ) amd 7.98 <m, 4H) . 
19 F-NMR (CDCI3 , 280 WRz) § -1.02,5, 

15 Step 2; Preparation of 2-benzYlo^methyl-4- (4- 

nuorpphenvl)-5-r4- (methylsulfony^ ) phenyl loxazole. 

a solution containing 2-22 g (4,86 mmol) of 
the benzoin ester snd 3.74 g (48.6 mjnpl) of ammonium 
acetate in 100 mL of acetic acid was heated to 80°C for 

20 2 hours. The reaction was cooled to 25°C and poured 
into water. The product was extracted into ethyl 
acetate and the combined organic extracts washed with an 
aqueous solution of sodium bicarbonate. The solution 
was dried over sodium sulfate and concentrated in vacuo 

25 to give a yellow oil. This crude material was purified 
by flash chromatography on a silica gel column using 25 
% ethyl acetate/hexane as the eluent to give 1.92 g 
(90%) of a clear oil, which was characterized as 2- 
benzyloxymethyl-4- (4-f luorophenyl ) -5- [4- 

30 (methylsulfonyl) phenyl ]oxazole on the basis of its 

spectral properties; *H-NMR (CDCI3, 3 00 MHz) 8 3.07 (s, 
3H), 4.70 <s, 2H), 4.72 (s, 28), 7.11 (t, 2H, J=8.8 Hz), 
7.22-7.40 <m, 5H) , 7.58 (m, 2H) , 7.76 (d, 2H, J=8.8 Hz) 
and 7.91 (d, 2H, J=8.8 Hz). 19 F-NMR (CDCI3, 280 MHz) 8 

35 -111.88. 
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EXAMPLE 25 




5 4- (Cyclofcexy} ) {4- (©etfcyls^lf o^yl) pbenyl] -2- 

Step X; PrfiPrarfar ion Of 3-frvclohexvlW2-hvdr Q xv-^^r4- 

(methYlthjpp^ny; ) gtftanorifi 

10 A 250 mL roupc? bottomed fl^sk was equipped with a 

mechanical stirrer $n4 reflux condenser and charged with 
30 mL of absolute ethcmoj., 3 , 4-dimethyl-5- (2- 
hydroxyethyl) thi^zolium iodide (2,00 g, 7.0 mmol), 4- 
methylthiobenzaldehyde (10,66 g, 70,0 mmol), 'and freshly 

15 distilled cyclohexanecarboxaldehyde (7,68 g, 70.1 mmol) . 
The solution was stirred vigorously, treated with 
triethylamine (4,27 g, 42 . 2 jturiol) and heated to reflux 
for 24 hours. The solution was treated with additional 
portions of 3 , 4-dimethyl-5- (2 -hydroxy ethyl) thiazolium 

20 iodide (2.05 g, 7.01 mmol), triethylamine (4.84 g, 48.0 
mmol), and cyclohexanecarboxaldehyde (7.01 g, 62,5 
mmol), and heated to reflux for an additional 42 hours. 
The solution was concentrated in vacuo, the residue 
dissolved in chloroform, washed with 3 N HC1, saturated 

25 aqueous sodium bicarbonate, brine, dried over anhydrous 
magnesium sulfate, filtered and concentrated in vacuo to 
afford 18.75 g, (>100%) of a yellow oil that solidified 
upon standing. The crude solid was purified by 
trituration with ether providing the desired compound in 

30 pure form 15.80 g, (86%, mp 110-111. 5°C) which was 
characterized as 1- (cyclohexyl) -2-hydroxy-2- [4- 
(methylthiophenyl) ethanone on the basis of its NMR 
spectra. 1h-NMR (CDCI3 , 300 MHz) 5 1.00-1.47 (m, 6H) , 
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1.60-1.95 (m, 4H), 2.45 (m, 1H) , 2.52 (s, 3H) , 4.38{d, 
J=3.9 Hz, 1H), 7.55 (d, J=3 T ? flz, 1H) , 7.25 (m, 4H) . 
HRMS Calc'd. for C15B20NQ2S: ?64 T il84- Observed: 
264,1207. 

5 

Step 2; Preparation of ber^oin estPr 

A solution containing 5-62 mg (0.62 mmol) of 1- 
(cyclohexyl) -2 -hydroxy- 2- [4- (methylthiophenyl) ethanone 
in 10 mL of methylene cl^o^e was stirred at 25°C as 

10 251 \ih (31 mmol) of pyridine was $44ed, followed by the 
addition of 86 (1.24 mol) of benzoyl chloride. The 
reaction w^s stirred at 25 9 G for 48 hours, after which 
the resulting yellow solution W4S w^shecj with IN HCl, 
dried over sodium sulfate and concentrated in vacuo. 

15 The crude solid was purified vis fl^sh chromatography on 
a silica gel column using 10 % etfcyl acetate/hexane as 
the eluent. This p?royi4ecJ 131 m (57 %) of a white 
foam, which was characterized as the benzoin ester on 
the basis of its NMR spectra: *I?-NMR (CDCI3, 300 MHz) 8 

20 1.03-1.48 (m, 6H) , 1.56-1,88 (m f 31?) r 3.03-2.14 <m, 1H) , 
2.48 (s, 3H), 2,53 (m, IJi) , 6 T 28 ( S/ 1H) , 7.20-7.70 (m, 
5H) , 8.05-8.17 (m, 4H) . 

Step 3: Preparation of 4-cyclohexvl-5- f 4- 

25 (methvthio) nhenvl 1 -2-phenyloxazole 

A solution containing 131 mg (0.355 mmol) of the 
benzoin ester and 273 mg (35 mmol) of ammonium acetate 
in 10 mL of acetic acid was heated to 80°C for 2 hours. 
The reaction was cooled to 25°C and poured into water. 

30 The product was extracted into ethyl acetate and the 
combined organic extracts washed with an aqueous 
solution of sodium bicarbonate. The solution was dried 
over sodium sulfate and concentrated in vacuo to give 
the crude oxazole. This crude material was purified 

35 crystallization from a mixture of dichloromethane and 
isooctane to give 89 mg, (72%, mp 151-151. 5°C) of 
material, which was characterized as 4- (cyclohexyl) -5- 
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[4- (methythio) phenyl] -2-phenyloxazole on the basis of 
its spectral properties: *B-J*MR (CDCI3, 300 MHz) 8 1.30- 

1,45 (m, 3H), 1.70-1,94 (m, 7H) , 2 r 54 (s, 3H) , 2,80-2.90 
(m, 1H), 7.34 (d, J=8,5Hz f 2H) , 7.42 (m, 3H) , 7.55 (d, 
5 J=8.5Hz, 2H), 8.08 (c?, J=7.7?Jz, 2H) . HRMS Calc'd. for 
C22H23NOS (M+H); 350,1579. Observed: 350.1597. The 
material from this experiir^eTit was used directly in the 
next step without father purification, 

10 Step 4? Preparation of 4- (cyclohexyl) T 5- U- 
(TnethYlsul fonvl ) Phenyl] -2-phenvloxazole 

A solution of .38 jng (Q.ll mQl) of 2-phenyl-4- 
(cyclohexyl) -5- [4- (metftythio ) phenyl ]oxazole in 4 mL of 
methylene chloride was stirred at -78°C as 75 mg (0.22 

15 mmol based on 50% purity) of jn-chloroperoxybenzoic acid 
was added all at once. The reaction was stirred at 
-78°C for 1 hour. Thin-layer chromatography (TLC) 
(silica, 50% hexane/ ethyl acetate) indicated the 
reaction mixture consisted of mostly sulfone. The 

20 reaction was poured into a solution of aqueous sodium 

metabisulf ite. The aqueous solution was extracted using 
ethyl acetate and the organic layer was washed with 
saturated sodium metabisulf ite, saturated sodium 
bicarbonate and brine. The resulting clear solution was 

25 dried over sodium sulfate and concentrated in vacuo to 
give a white solid which was purified by crystallization 
from 50% dichloromethane/isooctane gave 2 6 mg (62%) of 
pure product, whose structure was assigned as 4- 
( cyclohexyl) -5- [4 - (methylsulf onyl) phenyl] -2- 

30 phenyloxazole on the basis of its spectral 

characteristics: mp 231°C. ^H-NMR (CDCI3, 300 MHz) 8 
1.34-1.43 (m, 3H), 1.72-1.95 (m, 7H) , 2.84 (m, 1H) , 3.10 
(s, 3H), 7.47 <m, 3H) , 7.82 (d f J=8Hz, 2H) , 8.03 (d, 
J=8Hz, 2H), 8.10 (m, 2H) . . LRMS m/z 382 (M)+. HRMS 

35 Calc'd. for C22H23NO3S: 382.1477. Observed: 382.1436. 
Analysis Calc'd. for C22H23NO3S: C, 69.27; H, 6.08; N, 
3.67. Observed: C, 68.99; H, 6.07; N, 3.63. 
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4- (by^^rp^y^etbyl) -5- [4- 

(metfeyJeulfpnyl) phenyl J px^ZPle 

To a solution containing 5.0 g (11.4 mmol) of 2- 

10 benzyloxymethyl-4- (4~t luprophenyl ) -5- [4- 

(methylsulfonyl) phenyl ]oxazole (prepared in Example 24) 
in 20 mL of 50 % THF -methanol, was added 100 mg of 10% 
Pd on charcoal in a Fisher-Porter bottle. The reaction 
vessel was evacuated and then charged with hydrogen at 

15 50 psi for 24 hours. The Pd on carbon was removed by 
filtration through diatomaceous earth and the filtrate 
concentrated in vacuo to give 3.8 g (97 %) of a white 
crystalline solid (mp 156-157°C) (recrystallized from 
50% ethyl acetate/isooctane) whose structure was 

20 assigned as 4- (4-f luorophenyl) -2-hydroxymethyl-5- [4- 
(methylsulfonyl) phenyl loxazole on the basis of its 
spectral characteristics: Ih-NMR (CDCI3, 300 MHz) 8 3.07 

(Si 3H), 3.21 <bs, 1H) , 4.81 (s, 2H) , 7.10 (t, 2H, J=8.5 
Hz), 7.56 (m, 2H) , 7.72 (d, 2H, J=8.8 Hz) and 7.90 (d, 
25 2H, J=8.8 Hz). 19 F-NMR {CDCI3 , 280 MHz) 5 -111.5. LRMS 
m/z 348 (M + H) + . HRMS Calc'd. for C17H14NO4FS: 
348.0706. Observed: 348.0681. Analysis Calc'd. for 
C17H14NO4FS: C:, 58.78; H, 4.06; N, 4.03. Observed: C, 
58.67; H, 4.02; N, 4.01. 
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CH3Q2S 




4 - ( 4-Flt*oropJ*e|iyl ) r ? - ( ? -fcyc|re*yet&y:j. )-5-[4- 
(metliyisififp|iyl)ph§^yl] oxazole 

........ 4 - (4-Fluorophenyl) -2 - (2-hy4roxyethyl) -5 - [4- 
(methylsulf onyl ) phenyl ] ox^zole was prepared in a manner 
consistent with thst described in Exajnple 20, The m / 2 
362 (M+H)+ w^s consistent wit}* the assigned structure, 

EXAMPLE 28 




0 



4- (4-Fluorophenyl) -5- [4- (methylsulf onyl ) phenyl] - 
2 -phejxoxymethyloxazole 

20 

A solution containing 1.69 g (4,87 mmol) of 4- (4- 
f luorophenyl) -2-hydroxymethyl-5- [4- 

(methylsulfonyl) phenyl ]oxazole (Example 26) in 100 mL of 
methylene chloride was stirred at 25°C as 1.3 6 mL (9.74 
25 mmol) of triethylamine was added dropwise, followed by 
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the addition of 560 u£ (7.30 jnmol) of methanesulfonyl 
chloride. The reaction y/as starred for 20 minutes, 
after which the organic solution was washed with IN HCl, 
dried over sodiujn sulfate E*n4 concentrated in vacuo to 
5 give methyl [4- (4~f iUPf pphgnyl) t5t [4- 

(methylsulfonyl) phenyl ]px#zp^?-^^ as a 

yellow oil which ^ras characterized 3s the expected 
mesylate by its spectrin: ^NWF- (cpcl 3 , 400 MHz) 6 

3.08 (s, 3H), 3 T 17 (S, 3tt) , 5 r 37 (s, 2H) , 7.12 (t, 2H, 

10 J=8.8 Hz), 7.58 <m f W * 7 T 78 (4 f 2H, J=8.8 Hz) and 7.94 
(d, 2H, J=8 T 8 Hz). This mater^} W as used without 
further purification, h solution containing 544 mg 
(1.28 mmol) of methyl [4- (4-flv*orpphenyl) -5-[4- 
(methylsulfonyl) phenyl] pxazpl-2-yl]meth4nesulfonate in 

15 20 mL of DMF was stirred at 25^0 3s 353 mg (2.56 mmol) 
of potassium carbonate and 24Q mg (?.56 irimol) of phenol 
were added. The reaction was stirred for 2 days at 25°C 
and poured into 100 of water- To this mixture was 
added 100 mL of ethyl acetate ^nd the layers separated. 

20 The organic layer was washed with water, dried over 

sodium sulfate and concentrated in vacuo to give a crude 
beige solid which was purified by flash chromatography 
on a silica gel column using 25% ethyl acetate/hexane as 
the eluent to give 475 mg (88%) of a white solid which 

25 was recrystallized from 50% ethyl acetate/isooctane to 
give a white crystalline solid (mp 168-169°C) whose 
structure was assignee} 4s 4- (4-f luorophenyl) -5- [4- 
(methylsulfonyl) -phenyl] -2-phenoxyraethyloxazole on the 
basis of its spectral characteristics: ^H-NMR (CDCI3 , 

30 300MHz) 8 3.07 (s, 3H) , 5.23 (s, 2H) , 6.98 (m, 5H) , 

7.33 (t, 2H, J=8.2 Hz), 7.60 (m, 2H) , 7.77 (d, 2H, J=8.5 
Hz) and 7.92 (d, 2H, J=8.5 Hz). 19 F-NMR (CDCI3 , 280 MHz) 
8 -111.9. Analysis calc. for C23H18NO4FS- C: 65.24, H: 
4.28, 3.31. Observed- C: 65.10, H: 4.29, N: 3.28. 



35 
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EXAMPLE 2 9 




5 4- U-Fluoropfce^y}) r5r [4^ (metbylpulf onyl ) phenyl] 
3- (py?i^ylQ*y^etbyl)o9p^?ole 

4- (4-FluoropJienyl) -5- [4^ (jnethylsulf onyl) phenyl] -2- 
(pyridyloxy?Li^tl>yl)ox^2ple was prep^recj in a manner 
10 consistent with Example 28. Melting point: 276-278°C. 

EXAMPLE 3 0 



15 




2- (3-Chlorophenoxymethyl ) -4- ( 4 - f luorophenyl ) -5- 
[4- (methylsulf onyl ) phenyl] oxazole 



A solution containing 612 mg (1.44 mmol) of methyl 
20 [ 4 - ( 4 - f luorophenyl ) -5 - [ 4 - (methy lsul f ony 1 ) phenyl ] oxazol- 
2-yl]methanesulfonate (as prepared in Example 28) in 20 
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mL of DMF was stirred at ?5°C as 397 mg (2.88 mmol) of 
potassium carbonate 0.3 inL (? t 88 mmol) of 3- 
chlorophenol were acjded. Tfte reaction was stirred for 2 
days at 25°C and pp^eci ir^tP %0Q jrtt, of water* To this 
5 mixture was ad4e$ 100 jnL qf ethyl acetate and the layers 
separated. The orga^c layer w^s washed with water, 
dried over sodium sulfate ^d concentrated in vacuo to 
give the crude solid wtiicft w^s purified by flash 
chromatography on 3 siloes ge; column using 50% ethyl 

10 acetate/hex^e as the e^uent to g^ye 528 y\g (80%) of a 
white solid which was rec^ystallized from 50% 
dichloromethane/isppct^ne to give $ white crystalline 
solid (mp 112-344°C) whose structure was assigned as 4- 
• (4-fluorophenyl) (raethy lsulf onyl ) phenyl ] -2 - ( 3 - 

15 chloropheno^)methyJo^zple on the b^sis of its spectral 
characteristics: *H-NMR (CDCI3, 300 MHz) 5 3.08 (s, 3H) , 

5.22 (s, 2H), 7 r 08 (m, ?H) , 7.13 ljn r 3H) , 7.26 (m, 1H) , 
7.59 (dd, 2«, J=8.8, 5.4 Hz), 7. G? (dd, 2H, J=8.8, 5,4 
Hz), 7.78 (d, 2H, J=8 ? 8 Hz), 7.93 (d, 2H, J=8.8 Hz). 
20 15 f-nmr (CDCI3, 280 MHz) 5 -Ul t 8 ? Analysis Ceiled, for 
C23H17NO4FSCI: C, 60,33; H, 3.74; N, 3.06. Observed: 
C, 60.19; H, 3.80; N, 3.03. 

EXAMPLE 31 




4- (4-Fluorophenyl) -2- ( 4-f luorophenoxymethyl ) -5- 
[4- (methylsulf onyl) phenyl ] oxazole 
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A solution containing 585 mg (1.37 mmol) of methyl 
[4- ( 4-f luorophenyl ) -5 - [ 4- (methylsulf onyl ) phenyl ] oxazol- 
2-yl ] methane sulfonate (as prepared in Example 28) in 15 
5 mL of DMF was stirred at 25 9 C a^s 380 pig (2,74 mmol) of 
potassium carbonate $nd 308 pig (3 ,74 mmol) of 4- 
fluorophenol are $dde4 . The reaction was stirred for 2 
days at 25°C and poured ir*to 100 mL of water. To this 
mixture was added 100' mL of ethyl acetate and the layers 

10 separated. The organic layer was washed with water, 
dried over sodium sulfate and concentrated In vaquo to 
give the crude soli4 which was purified by flash 
chromatography on a silica gel column using 50% ethyl 
acetate/hexane as the. eluent to give 528 mg (80%) of a 

15 white solid which was recrystallized from 50% 

dichloromethane/isooctane to give a white crystalline 
solid (mp 133-134°C) whose structure was assigned as 4- 
( 4-f luorophenyl) -5- [4- (methylsulf onyl) -phenyl] -2-[ (4- 
fluorophenoxy) methyl ] oxazole on the basis of its 

20 spectral characteristics: iH-NMR {ODCI3 , 300 MHz)* 8 3,08 

(s, 3H), 5.19 (s, 2H), 7.00 (m, 4H) , 7.13 (m, 2H) , 7.58 
(dd, 2H, J=8.8, 5.2 Hz), 7.61 (dd, 2H, J=8.8, 5.2 Hz), 
7.77 <d, 2H, J=8.7 Hz), 7.93 (d, 2H, J=8.7 Hz). 19p-NMR 
(CDCI3, 280 MHz) 5 -111.8, -122.5. Analysis Calc'd. for 
25 C23H17NO4F2S: C, 62.58; H, 3.88; N, 3.17. Observed: C, 
62.44; H, 4.04; N, 3.11. 
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EXAWPfcg 3 2 




5 2- (Cyelphe*ylethyl) ,4, ( 4 *f luprppfcenyl ) -5- [4- 

(metbyl?T*ifpuyi)p^ B yij p*^?ple 

A solution containing 2.02 g (7.24 mmol) of l-(4- 
f luorophenyl) -2-hydrpxy-2- [4- (methyl thiophenyl) ethanone 

10 in 100 mL of methylene chloride was stirred at 25°C as 
1.76 mL (21.72 mmol) of pyridine was added, followed by 
the addition of 1.52 g (8.69 mmol) of 2- 
cyclohexylpropionyl chloride . The reaction. was stirred 
at 25°C for 43 hours, after which the resulting yellow 

15 solution was washed with IN gel, dried over sodium 

sulfate and concentrated in vacuo. The crude solid was 
purified via flash chromatography on a silica gel column 
using 10 % ethyl acetate/hexane as the eluent. This 
provided 2.87 g (96 %) of a white foam, which was 

20 characterized as the benzoin ester on the basis of its 
NMR spectra: !h-NMR (CDCI3, 300 MHz) 8 0.80-0.96 (m, 
2H), 1.10-1.25 (m, 4H), 1.45-1.78 (m, 7H) , 2.40 (m, 2H) , 
2.43 (s, 3H), 6.75 (s, 1H) , 7.05 (m, 2H) , 7.23 (d, 2H, 
J=8 Hz), 7.35 (d, 2H, J=8 Hz) and 7.95 (m, 2H) . 19 F-NMR 

25 (CDCI3, 280 MHz) 6 -104.4. 

A solution containing 2.87 g (6.92 mmol) of the 
benzoin ester and 5.3 g (69 mmol) of ammonium acetate in 
100 mL of acetic acid was heated to 80°C for 2 hours. 
The reaction was cooled to 25°C and poured into water. 
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The product was extracted into ethyl acetate and the 
combined organic extracts washed with an aqueous 
solution of sodium bicarbonate, Tbe solution was dried 
over sodium sulfate and concentrated in vacuo to give 
5 the crude oxazole. Tfcis crucje material was. purified by 
flash chrotriatograpfty on a silica ge\, column using 25% 
ethyl acetate/hexane as t}ie eluent to give 1.87 g (68%) 
of a clear oil, which was characterized as 2-(2- 
cyclohexylethyl) *4* (4-f luorophenyl) -5- [4- 

10 (methythio) phenyl] oxazole on the basis of its spectral 
properties: *H-NWR (CDQ13, 400 jpiz) 8 0.90-1,02 (m, 
2H) f 1.10-1.40 (m, 4ji), ; ? 6?-l ? 82 <?ri, 7H) , 2.49 (s, 38), 
2.84 <t, J=P.O Hz, 2#), 7.03 <d f J=8.7Hz, 1H) , 7.06 (d, 
J=8.7«z, 1H) , 7,22 (d, J=8,6*fz, 2H) , 7,45 (d, J=8.6Hz, 

15 2H), 7.58 (d, J=5 r 4«z, Iff), 7,61 <d, J=5.4Hz, 1H) . The 
material from this experiment was used directly in the 
next step without further purification. 

A solution of 1.87g (4.73 jnmol) of 2-<2- 
cyclohexylethyl) -4- (4-f luorophenyl) -5- [4- 

20 (methythio) phenyl] oxazole in 100 mL of methylene 

chloride was stirred at -78°C as 3.26 g (9.46 mmol based 
on 50% purity) of m-chloroperoxybenzoic acid was added 
all at once. The reaction was stirred at -78°C for 1 
hour and TLC (silica, 50% hexane/ethyl acetate) 

25 indicated that the reaction mixture consisted of mostly 
sulfone. The reaction was poured into a solution of 
aqueous sodium metabisulf ite. The aqueous solution was 
extracted using ethyl acetate and the organic layer was 
washed with saturated sodium met abi sulfite, saturated 

30 sodium bicarbonate and brine. The resulting clear 

solution was dried over sodium sulfate and concentrated 
in vacuo to give a white solid which was purified by 
flash chromatography on a silica gel column using 50% 
ethyl acetate/hexane as the eluent. Recrystallization 

35 from 50% ethyl acetate/isooctane gave 1.76 g (87%) of a 
low melting semi-solid whose structure was assigned as 
2- (2-cyclohexylethyl) -4- (4-f luorophenyl) -5- [4- 



WO 96/36617 



PCT/US96/06992 



97 

(methylsulfonyl)pheny^]ox^zo^e on the basis of its 
spectral characteristics? *if-NMR (CDCI3, 300 MHz) 5 

0.90-1,06 (m, 2H), ; r ll-l ? 49 (m r 7ti> , 2.87 (apparent t, 
J=8.lHz, 2H), 3.07 (s f 3fi) , 7.10 (t, J=8.7Hz, 2H) , 7.59 
5 (in, 2H), 7.^ (d, J=8 T 7Hz f ?JJ) , 7,90 (4, <J=8.7**z, 2H) . 
19 F-NMR (CDCI3 / 280 m\z) § t1;2,49, LRMS m/z 427 (M)+. 
HRMS Calc'd, for C24S26NO3FS: 4214617. Observed; 
421. 1611. Analysis Cc^c'tf. for C24H26NO3FS: C, 67.43; 
H, 6.13; N, 3 ? 28. 0fc)sep/e4: C, SI ,21 ; H, 6.15; N, 

10 3.24. 




15 

Ethyl 2- [4- (4-f lupFopbenyl) -5- [4- (methylsulf onyl ) 
phenyl] -2-ox^?olyl] -2 ^-benzyl -acetate 

StST? l\ Preparation of 2- (4-f luoroph envl) -3- (4- 

20 methvlthiophenvDorooenoic acid 

Acetic anhydride (500 iaL) , 4- 
(methylthio)benz aldehyde (100.2 g, 0.66 mol}, 4- 
f luorophenylacetic acid (101.6 g, 0.66 mol), and 
triethylamine (68,1 g, 0,67 mol) were placed in a 3 L 

25 round bottom flask and heated to reflux for 1.75 hours. 
The reaction was cooled to 110°C, and water (500 mL) was 
added cautiously through an addition funnel. This 
caused the solution to reflux vigorously and the 
temperature to rise to 135°C. A yellow precipitate 
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formed, and after cooling to room temperature, was 
collected by filtration, washed with water, and 
recrystallized from etfcyl acet^te/isooctane to provide 
the diarylacrylic $cid §s yellow needles (135,2 g, 71%); 
5 mp 172-176°C. *H (acetone 4 6 > 300 MHz 7.84 (s, 1H) , 

7.03-7.28 (m, 10H) , 2 r 46 (s f 3H) t * 9 F NMR (acetone d*) 
-116.11 (m) . Mass spectrum M+ 288. 

Step 2; Preparat joQ g£ 1- IwPRhfWM -2- (4- 
10 methvlthioohenyl ) ethanong 

The Si-ajryl acrylic $cid (226.5 g, 0.78 mol) was 
placed in a 2 L round bottom fl^sk with anhydrous 
toluene (800 mL) $n4 triethyl^mine (81.2 g, 0.80 mol). 
After cooling to 0°C, cJiphenylphosphoiyl azide (217.4 g, 

15 0.79 mol) was added, the solution was stirred at 0°C for 
20 minutes and at roorn temperature for 2.50 hours. The 
reaction was poured into water, extracted with ether, 
dried over magnesium sulfate, and concentrated in vacuo 
to remove the ether. The remaining toluene solution was 

20 heated to reflux and 4 vigorous evolution of gas 

occurred. After 1.25 hours, tert-butyl alcohol (80 mL, 
0.84 mol) was added to the reaction. After an 
additional 20 minutes, concentrated hydrochloric acid 
(41 mL) was added slowly causing the reaction to foam. 

25 The reaction was heated at 90°C overnight (14 hours) and 
a white precipitate formed after cooling. The 
precipitate was isolated by filtration, washed with cold 
ether, and air dried to yield the desired intermediate 
(182.7 g, 89%): mp 134.5-138°C. *H NMR (acetone d 6 ) 300 

30 MHz 8.16 (m, 2H) , 7.24 (m, 6H) , 4,34 (s, 2H) , 2.46 (s, 
3H) . 19 F NMR (acetone d € ) -107; 88 (m) . 

Step 3; Preparation of 1- (4-f luorophe nvl) -2- f4- 
methvlthiQphenYi)-3-hydrp^Y-^th^nopp- 

35 AIL three necked round bottomed flask equipped 

with reflux condenser, magnetic stir bar, thermometer 
adapter, and constant pressure addition funnel was 
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charged with the intermediate from Step 2, (55.5 g, 0.21 
mol), acetic acid (250 mL) sn4 33% JiBr in acetic acid 
(120 mL) . The solution w^s stirred and treated with 
bromine (11.1 mL, 0,21 ^o\) from the addition funnel at 
5 such a rate that the brqjuine color was discharged 

rapidly, ca. 15 minutes. After e$i additional 10 minutes 
at room temperature, the solution w^s filtered through a 
Buchner funnel and the fi^tr^te concentrated in vacuo to 
give an orange solid T The crude brompketone was 

10 dissolved in dichloromethane and washed with IN NaHS03, 
dried over anhydrous UgSO^ , filtered $nd concentrated in 
vacuo to give 68.8 g of \- (4-f luorophenyl ) -2- (4- 
methylthiophenyl) -2-hrpmoethanone as a yellow solid 
which was used directly without further purification* 

15 The crude bromoketone was 4isspived in 300 mL acetone 
and 150 mL of water and he^tecj to reflux for 2.5 hours. 
The solution was concentrated in vacuo and the residue 
taken up in dichlorome thane , washed with saturated 
aqueous sodium bicarbonate, brine, dried over anhydrous 

20 magnesium sulfate, filtered and reconcentrated in vacuo 
to give a light yellow solid that was crystallized from 
a mixture of dichloromethane and isooctane to provide 
37.8 g (65%) of pure 1- (4-f luorophenyl) -2- (4- 
methylthiophenyl) -2 -hydroxy- ethanone: mp 90-92 °C. 

25 

Step 4;. Preparat ion of ethyl 2- T4- (4-f luoroohenvl ) -5- 
f 4 -methvlthio) Phenyl! 1 -2-oxazoleacetatg 

A solution containing 8.00 g (29 mmol) of l-(4- 
f luorophenyl) -2-hydroxy-2- [4- (methyl thiophenyl) ethanone 

30 in 100 mL of methylene chloride was stirred at 25°C as 
7.0 mL (31 mmol) of pyridine was added, followed by the 
addition of 4.5 mL (35 mmol) of ethyl malonyl chloride. 
The reaction was stirred at 25°C for 48 hours, after 
which the r^.?ulting yellow solution was washed with IN 

35 HC1, dried over sodium sulfate and concentrated in 
vacuo. The crude solid was purified via flash 
chromatography on a silica gel column using 10% ethyl 
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acetate/hexane as the eluent. This provided 7.31 g 
(64%) of a white foam, wluch w^s used directly without 
further purification. The product from above (7.31 g, 
18,7 mmol) and 7,2 g of ^irponi\4?ri acetate (93.5 mmol, 5 
5 equivalents) in 50 mL of glacial acetic were heated to 
reflux for 2 hours. The reaction fixture was cooled to 
25°C and poured into 100 mL of waiter ? The aqueous 
solution was extracted witft etftyl acetate and the 
combined organic extracts were washed with water and 

10 sodium bicarbonate solution, dried oyer sodium sulfate 
and concentrated in vacuo. The crude solid was purified 
by flash chromatography using a silica gel column and 
20% ethyl acetate/hexane as the eluent to give a white 
solid which was recrystallized from 50% ethyl 

15 acetate/isooctane to give 5.55 g (80%) of a white solid 
whose structure was assigned as ethyl 2-[4-(4- 
fluorophenyl) -5- [ 4-methylthio) phenyl ] oxazol-2-yl] acetate 
and was judged suitable for taking onto the next step. 
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Step 5; Preparation ethvl 2 - r 4 - ( 4 -f luoroohenvi ) -5 - 
r4-methylsulfonvl)^ 

A solution of 755 nig (2,03 mmol) of ethyl 2-[4-(4- 
fluorophenyl)-5- [4-|nethy;thio)phenyl]oxazol-2-yl] acetate 
5 (from Step 4) was dissolved in 20 mL of anhydrous 

tetrahydrofuran (THF) and cooled to -78 P C and treated 
with a solution of potassium t>i4 (trimethylsilyl) amide 
(2,44 jtlL . 1,2 equivalents, 1M in THF via syringe. The 
solution was maintained at -78°C for 15 minutes and 

10 treated with a solution of 290 \ft (2 ? 44 mo\) of benzyl 
bromide . The solution was warmed to room temperature 
and poured into a satiated aqueous solution of ammonium 
chloride. The aqueous solution was extracted with ethyl 
acetate, washed with brine, dried oyer anhydrous sodium 

15 sulfate, filtered and concentrated in vacuo to give an 
oil that was purified by flash chromatography on silica 
gel eluting with 10% ethyl acetate/hexane to provide 396 
mg of the d:\clkylated product and 182 mg (19%) of ethyl 
2 - [ 4 - ( 4 -fluorophenyl ) - 5 - [ 4 -methy}thio ) phenyl ] oxazol -2 - 

20 yl] -1-benzyl-acetate that was used directly in the next 
step. A solution of 182 mg (0,344 mmol) of ethyl 2- [4- 
(4 -fluorophenyl) -5- t4-methylthip)phenyl]oxazol-2-yl] -1- 
benzyl-acetate in 5 mL of dichloroinethane was cooled to 
-78°C and treated with 272 mg (2 equivalents) of m- 

25 chloroperoxybenzoic acid for 2 hours. The reaction was 
poured into a solution of aqueous sodium metabisulf ite. 
The aqueous solution was extracted using ethyl acetate 
and the organic layer was washed with saturated sodium 
metabisulf ite, saturated sodium bicarbonate and brine. 

30 The resulting clear solution was dried over sodium 

sulfate and concentrated in vacuo to give a transparent 
oil which was purified by flash chromatography on a 
silica gel cr.lumn using 30% ethyl acetate/hexane as the 
eluent. The purified material was an oil whose 

35 structure was assigned as ethyl 2- [4- (4-f luorophenyl) -5- 
[4-methylsulfonyl)phenyl]oxazol-2-yl] -2-benzyl-acetate 
on the basis of its spectral characteristics: ^H-NMR 
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(CDCI3, 300 MHz ) 8 1.20 (t, J= 7.0JIZ, 3H) , 3.07 (s, 3H) , 
3.53 (m, 2H), 4.19 (q, J* 7.0Hz, ?H) , 4.23 (m, 1H) , 7.10 
(d, J= 8.7Hz, 2H), 7.25 <m, SfL) , 7.57 (ra, 2H) , 7.70 (d, J= 
8.7Hz, 2H), 7.90 (<}, J= 8.7«z, 3#) , 1 9 F-NMR (CDCl 3/ 280 
5 MHz) 8 -112.15. ims jn/z 493 (*$)t, *IRMS Calc'd. for 
C27H24NO5FS: 493,1359, Obserye4; 493.1371. 

BX&WF&B 34 

% M 

H 3 eo 

10 F 

Bthyl [4-? (4^^roiftQg^}fonylpbeftyl)-5- (3-fluoro-4- 
r&etkqxyp&eayl ) ] rr3^pxft?ple] acetate 

15 Step 1. Preparation of 2-hy^ rox^2- (3-f 
mgthoxvPhenvl) -1-Phenylethanone 

A solution of 3-f luoro-para-anisaldehyde (25.00 g, 162 
mmol) and zinc iodide (0.27 g) in dichlorome thane (100 mL) 
was treated with a solution of trimethylsilylcyanide (22 mL, 

20 165 mmol) in dichloromethane (20 mL) . The solution was 
stirred for 0.4 hours at room temperature, washed with 
saturated NaHC03, dried over MgS04, and concentrated in vacuo 
to give the trimethylsilyl cyanohydrin as an orange oil 
(37.83 g) . The trimethylsilyl-cyanohydrin was dissolved in 

25 diethyl ether (50 mL) and added dropwise to a solution of 

phenylmagnesium bromide (174 mmol) in diethyl ether (658 mL) 
while maintaining the temperature between 25-35 °C with an 
ice water bath. The reaction was stirred for 0.4 hours at 
room temperature then quenched by adding 3N HC1. The 
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reaction mixture was extracted} with ethyl acetate, washed 
with saturated Na#C03 ancj brine, dried over MgS04, and 
concentrated in v^cljo to give an orange oil (39,57 g) . The 
orange oil w^s dissolve?} in 9?i if iuoroacetic acid/water 
5 (80 mL) ^nd stirred fpr 1.4 hQnrs room temperature. The 
reaction was neutralised} witft soli4 sodium carbonate, 
extracted wit]} et^yl ^cet^te, w^sfte^ with 10% Na2C03 and 
brine, dried over MgSG>4, ^nd concentrated in vacuo to give a 
brown solid} which w^s recrystajli?:e4 from diethyl 
10 ether/^ex^ne to give the ben?Qin (13 T 87 g, 33%): mp 76-79 °C. 
IK NMR (CDCI3) 300 MHz § 7 r 89 (d, J=7.3 Hz, 2H) 7.55 (m, 1H) 
7.42 (m, 2m 7.05 (m, 2H) 6 r 90 (m, IB) 5,88 (br d, J=3.0 Hz, 
1H) 4.50 (br d, 1H) ? i 9 F NMR (GPCI3 ) 282 MHz -134,05 (m) . 

15 Step 2, Bffteyii^AegtirP^.of, I'^Y^V^y^i?'^ 
methQwphenyl ) - 1 -pheny\sth3$9lQ§ 

A solution of benzoin from gtep 1 (3,25 g, 12.5 mmol), 
pyridine (4*94 g, 62 . 5 pnpi) r $n4 ethyl malonyl chloride 
(2.38 g, 15 T 8 itffuol) in dicl^loyoinetb^ne (20 mL) was stirred 

20 for 94 hours §t rqoin temperature* Tfte reaction mixture was 
washed with 3N HC1, s^tinrated NaHGQ3 and water, dried over 
MgS04, concentrated in vacuo and passed through a column of 
silica gel eluting with 25% ethyl acetate/hexane to give a 
yellow oil (1.93 g, 41%): 3-H NMR (CDCI3) 300 MHz 8 7.89 (d, 

25 J=7.7 Hz, 2H) 7.53 (m, 1H) 7.41 (m, 2H) 7.16 (m, 2H) 6.92 (m, 
1H) 6,84 <s, 1H) 4.50 (q, J=7.0 Hz, 2H) 3.85 (d # J=1.0 Hz, 
3H) 3.52 (s, 2H) 1.25 (t, J=7.0 Hz, 3H) . 19 F NMR (CDCI3 ) 282 
MHz -133.67 (m) . Mass spectrum: M+Li=3 81. 

3 0 Step 3. Preparation of ethvl r4-phenvl-5- (3-f luoro-4 

methowph^nvi) 1 -Z-pxasgleacetate t 

The ketone from the Step 2 (1.83 g, 4.9 mmol) was 
dissolved in acetic acid (25 mL) , treated with ammonium 
acetate (3.86 g, 50.0 mmQl) , and heated to reflux for 2.0 
35 hours. The reaction mixture was diluted with ethyl acetate, 
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washed with water, saturated NaHC03 , and brine, dried over 
MgS04, concentrated in vacuo, and passed through a column of 
silica gel eluting with %6i ethyl acetate/hexane to give a 
yellow solid (0.67 g, 39%) : mp 85-86 *C. 1h NMR (CDCI3) 300 
5 MHz 8 7.61 (d, J=7.5 Hz, ?H) 7.35 (?n, 5H) 6.93 (m, 1H) 4.24 
(q, J-7.1 Hz, 2H) 3,93 (s, 2fl) 3,91 (s, 3H) 1.30 (t, J=7.1 
Hz, 3H). 19f NMR (CPCI3) 282 MR 2 ? 134.77 (m) . High 
resolution mass spectrum Ca^c'd. for C20HI8FNO4: 356.1298. 
Found: 356.1303, 

10 

Step 4, Preparation of ethyl J4^ (4-5^0^1^ fnnviphpnvi ) -«^- 

( 3 -f luoro- 4 -methoxy^hgnYl) J - 2, -nya^olearpfa f. p 

The compound from Step 3 (0,63 g, 1.8 mmol) was stirred 
with chlorosulfonic acid (15 m£) for 1,1 hours at 5 °C. The 

15 reaction mixture was slowly added to ice water, and extracted 
with dichloromethane , The dichloromethane solution was 
stirred at 5 9 C witji ammonium hydroxide for 3 . 0 hours . The 
organic layer was collected, washed with 3N HCl, dried over 
MgS04, concentrated in vacuo, and the residue recrystallized 

20 from ethyl acetate/hexane to give a white solid (0.02 g, 

2.6%): mp 127-130 °C. 1h NMR (acetone-dg) 300 MHz S 7.90 (d, 
J=8.7 Hz, 2H) 7,84 (d, J=8.7 Hz, 2H) 7.38 (m, 2H) 7.26 (m, 
1H) 6.64 (br s, 1H) 4.20 (q, J=7.0 Hz, 2H) 4.01 (s, 2H) 3.95 
(s, 3H) 1.27 (t, J=7,0 Hz, 3H) . 19 F ( a cetone-d6) 282 MHz 

25 -135.76 (m) . High resolution mass spectrum Calc'd. for 
C20H20F1N2C-6S1: 435.1026. Found: 435.1036. 
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EXAMPLE 35 




5 {4- (4-Mri^nPP^;f p^ylp^^^y}.) rS^cyc^otiexyX] 

gtep-l, Prgpgmipft Qf 3 -hydroxy "3 - 9Y ?l9hs*y 1 - i - 

1° A solution of cyclohexanec^rboxaldehyde (8.5 g, 76 mmol) 

and zinc iodide (O.li g) in dichloroirieth^ne (40 mL) was 
treated with a solution of trimethylsilylcyanide (10 mL, 76 
mmol) in dichlorometh^ne (20 mL) . The solution was stirred 
for 0.33 hours $t room temperature, washed with water and 

15 saturated NaHC03, 3ried over MgS04, and concentrated in vacuo 
to give the trimethylsilyl cyanohydrin as an orange oil 
(13.02 g) . The trimethylsilyl cyanohydrin was dissolved in 
diethyl ether (50 mL) and $dded cjropwise to a solution of 
phenylmagnesium bromide (54 mmol) in diethyl ether (268 mL) 

20 while maintaining the temperature between 25-35 °C with an 
ice water bath. The reaction was stirred for 0.67 hours at 
room temperature then quenched by adding 3N HC1 (60 mL) . The 
organic layer was collected, washed with saturated NaHC03 and 
brine, dried over MgS04, and concentrated in vacuo to give a 

25 white solid (12.96 g) . The white solid was dissolved in 9:1 
trif luoroacetic acid/water (50 mL) and stirred for 2.0 hours 
at room temperature. The reaction was neutralized with solid 
sodium carbonate, extracted with ethyl acetate, washed with 
saturated NaHC03 and brine, dried over MgS04, concentrated in 
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vacuo and recrystallized from diethyl ether/hexane to give 
the benzoin (2.55 g, 25%): mp 87-92 °C. NMR (CDCI3) 300 

MHz 8 7,88 (d, J=7.l Hz, 2H) 7.62 (m, 1H) 7,50 <m, 2H) 4.93 
<d, J=2.2 Hz 1H) 3.60 (br s, 1H) 1.52-1.82 (m, 6H) 1.02 1.24 
5 (m, 5H) . Mass spectrum: M+Li==2?5 t 

phenylethanoitg 

The ethanone of Step 1 (2.55 g, 11.7 mmol) was dissolved 
10 in THF (10 mL), 2,2-4imet)iyl-l,3-4iox^ne-4r 6-dione (1,73 g, 
12.0 mmol) was $ddec? and the reaction was tieated to reflux 
for 17,3 hours. Tfte reaction fixture v$s partitioned between 
saturated NaHC03 and diethyl etl^er. The aqueous layer was 
acidified with concentrated HC1, extracted with diethyl 
15 ether, washed with brine, dried over MgS04, and concentrated 
in vacuo to give a yellow oil (2*26 g) which was used in the 
next step without further purification. 

Step 3 . Preparation of 2-carbox^ 
20 cvc 1 ohexv 1 oxaz o line 

The ethanone from the Step 2 (1.87 g, 6.1 mmol) was 
dissolved in ethanol (20 mL) , treated with ammonium acetate 
(4.94 g,16.3 mmol), and heated to reflux for 4.3 hours. The 
reaction mixture was concentrated in vacuo, and the residue 

25 was partitioned between saturated NaHC03 and ethyl acetate. 
The aqueous layer was acidified with 3N HCl, extracted with 
diethyl ether, washed with brine, dried over MgS04, and 
concentrated in vacuo dissolved in ethyl acetate, washed with 
water, saturated NaHC03 , and brine, dried over MgS04, and 

30 concentrated in vacuo to give a white solid (0.75 g, 43%): mp 
151-155 °C dec. Mass spectrum; M+Li=310. 



Pt e P 4 T — Preparation of f4- (4-aminosulfonvlt>henvl) -5 
cyclohexvll-2-oxazoleacetic acid 
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The compound from Step 3 (0.47 g, 1.6 mmol) was stirred 
with chlorosulfonic acid (2,5 inL) for 1,25 hours at 5 °C. 
The reaction mixture was slovly 34ded to ice water, and 
extracted with dicjaloromettiane . Tfte 4^chloromethane was 
5 stirred at room temperature wit]} ammonium hydroxide (20 mL) 
for 23.1 hours. The aqueous layer w$s collected, acidified 
with concentrated SCI, an4 flltere4 to give a white solid 
(0,17 g, 28%): nip 223-230 *C ? ^MR (acetone-d 6 ) 300 MHz 8 

7.95 (d, 2H) 7.85 (d, 2H) 6,60 [fejr s, 2H) 3.90 (s, 2H) 3.20 
10 (m, 1H) 1.20-1.95 (m f 10JJ) . ^gh resolution mass spectrum 
Calc'd. for C^H^N^S: 365.1171, Found: 365.1187. 



[5- (4-Aminosulf onylptxenyl) -4- (4-chlorophenyl) ] -2- 

oxasoleacetic acid 

20 5t9P ,1, Preparation of 2 -hydroxy- 2 -phenyl- 1- (4- 

chlorophenyl ) ethanone 

The trimethylsilyl cyanohydrin of benzaldehyde, prepared 
similar to that described in Example 34 , Step 1, (10.18 g, 50 
mmol) was dissolved in diethyl ether (10 mL) and added 

25 dropwise to a solution of 4-chlorophenylmagnesium bromide (59 
mmol) in diethyl ether (319 mL) while maintaining the 
temperature between 23-35 °C with an ice water bath. The 
reaction was stirred for 1.2 hours at room temperature then 
quenched by adding 3N HCl (50 mL) . The organic layer was 

30 collected, washed with saturated NaHC03 and brine, dried over 
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MgS04, and concentrated in vacuo to give a yellow oil (15.57 
g) . The yellow oil was dissolved in 9:1 trifluoroacetic 
acid/water (30 mL) and stirred for 1.75 hours at room 
temperature. The reaction was neutralized with solid sodium 
5 carbonate, extracted with ethyl acetate, washed with 10% 

Na2C03 and brine, dried over MgS04 r concentrated in vacuo and 
recrystallized from diethyl ether/hexane to give the benzoin 
(5.76 g, 47%) : mp 87-92 °C. 

Step 2. Esf.f:ri f icatior, nf ^-^ZDJ VZ 2 -'"**™'* ^ 
chloroohenvl) e^-hajmn^ 

The ethanone from Step 1 (4.28 g,17.3 mmol) was 
dissolved in THF (15 mL ) , 2,2 diroethyl-1, 3-dioxane-4, 6-dione 
(2.52 g, 17.5 mmol) was added and the reaction heated to 
reflux for 15.7 hours. The reaction mixture was partitioned 
between saturated NaHCC>3 and diethyl ether. The aqueous 
layer was acidified with concentrated HCl, extracted with 
diethyl ether, washed with brine, dried over MgSC-4, and 
concentrated in vacuo to give a yellow oil (4.55 g) which was 
used in the next step without further purification: Mass 
spectrum: M+Li=339. 

S te P 3 , Preparation of U - (4-ph1oror>henv] ) -5-phenvll -2- 

oxazoleanetir: ariri 

The ester from Step 2 (4.69 g, 14.1 mmol) was dissolved 
in ethanol (20 mL) , treated with ammonium acetate (10.87 g, 
141.0 mmol), and heated to reflux for 4.75 hours. The 
ethanol was removed in vacuo and the residue was dissolved in 
water, acidified with 3N HCl, precipitated with diethyl ether 
and hexane and filtered to give an orange solid (2.71 g, 
61%): mp 158-160 °C. *H NMR (DMSO-d6) 300 MHz 5 14.8 (br s, 
1H) 7.48 (m, 9H) 4.19 (s, 2H) . 

SteP 4 . — preparation of T5- (4-aminosul f nr. vinhem/1 ) -4- (A- 
ChlPrOPhPnvl ) 1 -2-oxazolP^P tic arid 
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The compound from Step 3 (l,71g, 5.4 mmol) was stirred 
with chlorosulfonic aci4 (7 n£) for 1.25 hours at 5 °C. The 
reaction mixture was §<}de<3 to ice water, and extracted with 
dichloromethane . Tfte d^ckio^Qmethc^e was stirred with 
5 ammonium hydroxide (30 pft) fpj- i ? ? fcpurs at room temperature . 
The aqueous l$yev w$s collected sn$ acidified with 
concentrated SCI, extracted with etftyl acetate, dried over 
MgS0 4 , ^nd concentrated in vacuo to give a white solid (0.11 
g, 5%): *H *JMR (DMSO-dg) 300 ^Hz § J3.5 .(br s, 1H) 7,81 <d, 
10 J=8.5 Hz, 2H) 7.62 (4, J=8 ? 3 Hz, 7 T 47 (*n, 6H) 3.90 (s, 

2H) . 



15 




[4- U^Amixiosulf onylptiepy}.) ^5- ( 4^chlorophenyl ) ] -2- 

pxa?5oleacetic acid 



20 Step 1. Prepara tion of 2 -hydroxy- 2- (4-chlorophenvl) -1- 

pfrenyiethancne. 

A solution of 4-chlorobenzaldehyde (9.86 g, 70 mmol) and 
zinc iodide (0.18 g) in dichloromethane (40 mL) was treated 
with a solution of trimethylsilylcyanide (9 mL, 71 mmol) in 

25 dichloromethane (20 mL) . The solution was stirred for 0.33 
hours at room temperature, washed with water and saturated 
NaHC03, dried over MgSC>4, and concentrated in vacuo to give 
the trimethylsilyl cyanohydrin as an orange oil (13.90 g) . 
The trimethylsilyl cyanohydrin was dissolved in diethyl ether 

30 (50 mL) and added dropwise to a solution of phenylmagnesium 
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bromide (69 iranol) in diethyl ether (269 mL) while maintaining 
the temperature between 15-28 °C with an ice water bath. The 
reaction was stirred for 0,75 ftqi«rs at room temperature then 
quenched by adding 3N RCl (50 flfc) , The organic layer was 
5 collected, washed with s^tur^ted N$HC03 and brine, dried over 
MgS04 / and concentrated ii) v$cuo to give 4 yellow solid 
(13,06 g) . The yellow solid V^s dissolved in 9:1 
trif luoroacetic acid/w^ter (30 mL) ^d stirred for 1.6 hours 
at room temperature. The reaction w^s neutralized with solid 
10 sodium carbonate, extracted with ethyl acetate, washed with 
10% Na2C03 and brine, dried over VLgSO^, concentrated in vacuo 
to give a yellow solid (9,43 g) $nd used in the next step 
without further purification, 

15 Step 2, Esterification of 2^hvdroxv-2- (4-chloro phenyl) -1- 

phenvletfrftftpne 

The ethanpne from Step 1 (4.34 g,17.6 mmol) was 
dissolved in THF (40 mL) , 2,2 dimethyl-1, 3-dioxane-4, 6-dione 
(2.56 g, 17.8 mmol) was added and the reaction heated to 

20 reflux for 18 ? 3 hours. The reaction mixture was partitioned 
between saturated NaHC03 and diethyl ether. The aqueous 
layer was acidified with concentrated HC1,. extracted with 
diethyl ether, washed with brine, dried over MgS04, and 
concentrated in vacuo to give a yellow oil (4.66 g, 68%): !h 

25 NMR (CDCI3) 300 MHz 5 7.89 (d, J=8.5 Hz, 2H) 7.54 (m, 1H) 7.35 
(m, 6H) 6.90 (s, 1H) 3.59 (s, 2H) . Mass spectrum M+Li=33 9 . 

St^P 3, — Preparation of f5- (4-chloronhenvl) -4-n henvll -2- 

oxflZQleacetic acid 

30 The ester from Step 2 (2.88 g, 12.4 mmol) was dissolved 

in ethanol (20 mL) , treated with ammonium acetate (6.74 g, 
87.4 mmol), and heated to reflux for 4.1 hours. The reaction 
mixture was concentrated in vacuo, and the residue was 
partitioned between water and diethyl ether. The aqueous 

35 layer was acidified with 3N HCl, allowed stand at room 
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temperature then filtered to give a white solid (0.75 g, 
28%): mp 21?. 5-219 °C. Mass spectrum: M+=313. 

Step 4 . Preparation of [4~ f 4~aminnsulf onvlphenvl ) -5- (4- 

5 chlorophenvl) 1 -2-oxazQ^eacetic acid 

The coflipounS from Step 3 (0 ? 71 g, 2,3 mmol) was stirred 
with chlorosulfonic acid (7 JUL) at 5 °C for 1.0 hour. The 
reaction mixture was added to ice water, and extracted with 
dichloromethane. Tl^e dicl^loroniethane was stirred with 
10 ammonium hydroxide for 1.3 frours at poom temperature. The 
aqueous layer was collecte4 a^d acidified with concentrated 
HCl, extracted with etftyl acetate, ^ried oyer HgS0 4 , and 

concentrate^ in v^cqo to give a white solid (0,18 g, 20%) : mp 
118-120 °C (dec). ^ NMR (PMSO-de* 300 ^ 8 7 - 86 (d ' J = 8 - 3 
15 Hz, 2H) 7.66 (d, J=8.5 fiz, 2H) 7.56 (m, 4H) 4.15 (s, 2H) . 

EXAMPLE 3 8 




[5- (4-Aminosulf onylphenyl) -4 -phenyl] -2-oxazoleacetic 

acid 

Step 1- — Esterification of benzoin 

25 Benzoin (33.32 g, 157 mmol) was dissolved in THF (65 

mL) , 2,2-dimethyl-l,3-dioxane-4, 6-dione (22.85 g, 159 mmol) 
was added and the reaction heated to reflux for 22.6 hours. 
The reaction mixture was partitioned between saturated NaHC03 
and ethyl acetate. The aqueous layer was acidified with 

30 concentrated HCl, extracted with diethyl ether, dried over 



WO 96/36617 



PCT/US96/06992 



112 

MgS04, and concentrated in vacuo to give a yellow oil (35.08 
' g) which was used in the next step without further 
purification. 

5 Step 2 , Preparation of ethyl r4-hydroxv-4 . 5-dinhenvl-2- 

The compound from Step 1 (2,36 g, 7.6 mmol) was 
dissolved in methanol (25 mL), tjre^ted with ammonium acetate 
(1.26 g,16.3 mmol), an4 heated to reflux. After 1.8 hours, 

10 the reaction was cooled, acidified *>y adding concentrated 
sulfuric acid and heated to reflux for an additional 2.0 
hours. The reaction mixture was concentrated in vacuo, and 
the residue was dissolved in ethyl acetate, washed with 
water, saturated NaHC03, and brine, dried over MgSC>4, and 

15 concentrated in vacuo to give an orange oil (1.50 g) which 
was used in the next step without further purification. 

Step'?, prfip^ratipn of ethyl' [5- (4-^minp^yi^Qnyiph^yX) -4- 

phenyl 1 -2 -oxazol eacetate. 

20 The compound from Step 2 (1.32 g, 4.2 mmol) was stirred 

with chlorosulfonic acid (13 mL) for 1.25 hours at 5 °C. The 
reaction mixture was slowly added to ice water, and extracted 
with dichloromethane. The dichloromethane was stirred with 
ammonium hydroxide (40 mL) for 1.9 hours at 5 °C. The 

25 organic layer was collected, washed with 3N HCl, dried over 
MgS04/ concentrated in vacuo, and passed through a column of 
silica gel eluting with 40% ethyl acetate/hexane to give a 
white solid (0.30 g, 19%): mp 84-88 °c. 1h NMR (acetone-d6) 
300 MHz 5 7.92 (d, J=8.5 Hz, 2H) 7.77 (d, J=8.5 Hz, 2H) 7.63 

30 (m, 2H) 7.41 (m, 3H) 6.71 (br s, 2H) 4.06 (s, 2H) 3.74 (s, 

3H) . High resolution mass spectrum Calc'd. for C18H17N2O5S: 
373 . 0858. Found: 373 .0833 . 

SSr3P 4, Preparation of T5 - ( 4-aminosulf onvliphenvl) -4-phenvll - 

35 2-oxazoleacetic acid 
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The oxdzole ester from Step 3 (0.65 g, 1.7 mmol) was 
dissolved in methanol (10 JUL), treated with NaOH (0.09 g 
dissolved in 5 mL water, jnmol) , and stirred at room 
temperature. After 0 r 33 ftoijrs , additional NaOH (0.10 g, 2.5 
5 jnmol) was added ai}4 stirring continued for 0.4 hours . Water 
was adcjed anc} the re^ctioi}. fixture was extracted with ethyl 
acetate. The aqueous layer w^s acidified with concentrated 
HC1 and extracted with ethyl acetate, The ethyl acetate was 
washed with brine, c}ried over KgSOq , and concentrated in 

10 vacuo to give a yellow sol^d (0 T 43 g, 69%); mp 134-137 °C 

(dec), 1h NMR (4cetone-(3g) 300 #Hz 6 7.92 (d, J=8.5 Hz, 2H) 
7.78 (4, J=8.7 Hz, 2H) 7.64 (m, 21J) 7,42 (m, 3H) 6.68 (br s, 
1H) 4.03 (S; 2H) . High resolution tn$ss spectrum Calc'd. for 
C 17 H 15 N 2°5 S : 359 . 0702 . found : 359. 0722. 

15 : 




20 [4- (4-Amiaosulf onylpixenyl) -5- (3-chloro-4- 

f luorophenyl) ] -2-oxazoleacetic acid 

Step It Preparation of 2-h vdroxv-2- (3-chloro-4- 

fluoroph^nvl) -1 -phenyl ethane . 
25 a solution of 3-chloro-4-f luorobenzaldehyde (14.00 g, 89 

mmol) and zinc iodide (0.16 g) in dichloromethane (50 mL) was 
treated with a solution of trimethylsilylcyanide (12 mL, 90 
mmol) in dichloromethane (15 mL) . The solution was stirred 
for 0.5 hours at room temperature, washed with saturated 
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NaHC03 and brine, dried over tygSOq, and concentrated ±n vacuo 
to give the trimethylsilyl cyanohydrin as an orange oil 
(20.18 g) . The trimetftyisiiyi cyanohydrin was dissolved in 
diethyl ether (20 niL) and adc^d dropwise to a solution of 
5 phenylm^gnesium brojnide (90 nffttol) in diethyl ether (200 mL) 
while maintaining ttxe temperature between 25-33 °C with an 
ice water b^th. fixe ^reaction w^s stirred for 0,6 hours at 
room tempera cure then quenched by 3d4insr 3N HC1 (90 mL) . The 
organic layer was collected, washed with saturated NaHC03 and 

10 brine, dried over MgS04, and concentrated in vacuo to give 

the an orange oil (24.13 g) . The orange oil was dissolved in 
9:1 trifluoroacetic acid/water (100 ntfj) and stirred for 1,5 
hours at room temperature. The reaction was neutralized with 
solid sodium carbonate, extracted with diethyl ether, washed 

15 with saturated NaHG03 and brine, dried over MgS04, and 
concentrated in vacuo to give a brown solid which was 
recrystallized from diethyl ether/hexane to give the benzoin 
(9.78 g, 41%): mp 58-63 °C. 3-H m& (CDCI3 ) 300 MHz 5 7.88 (d, 
j=7.0 Hz, 2H) 7,57 (jri, 1H) 7,44 (ffi, 3H)*7.20 (m, 1H) 7.08 (t, 

20 J=8.7 Hz, 1H) 5.92 (s, 1H) 4.60 (br S, 1H) . NMR' (CDCI3 ) 

282 MHz -115.88 (m) • 

Step 2. Esterif icat ion of 2-hydroxy-2- (3-chloro-4- 

f luorophenvl ) ethanone 

25 The ketone from Step 1 (5.54 g, 20.9 mmol) was dissolved 

in THF (5 mL), 2,2 dimethyl-l,3-dioxane-4, 6-dione (4.65 g, 
32.2 mmol) was added and the reaction heated to reflux for 
17.2 hours. The reaction mixture was partitioned between 
saturated NaHC03 and diethyl ether. The aqueous layer was 

30 acidified with concentrated HC1, extracted with diethyl 

ether, washed with brine, dried over MgS04, and concentrated 
in vacuo to give a brown oil (6.94 g) which was used in the 
next step without further purification. 
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Step 3, Preparation of methyl n^rh loro-4-f luoronhenvl) - 

4 -hydroxy- 4 -phenyl - 2 -oxazol inylj^acet ^t^e . 

A solution of the estep from step 2 (6.86 g, 19.6 mmol) 
dissolved in methanol (H mL) w$s treated with ammonium 
5 acetate (3.17 g, 41 A WtiQl) , ftjicj heated to reflux. After 1,9 
hours, the reaction was copied/ additional methanol (65 mL) 
was added, and the reaction mixture w$s acidified by adding 
concentrated sulfuric c*c:j_d $i}4 h^ted to reflux for an 
additional 1 T 4 hou^s. The reactlpfl mixture was concentrated 

10 in vacuo, an4 the reside w$s dissolved in ethyl acetate, 
washed with water, sat\4jrate4 ffaHC03 , and brine, dried over 
MgS04, concentrated in v$auo ( ami passed through a column of 
silica gel elutirig with 50% ethyl acetate/hexane to give a 
yellow oil (2.10 g, 29%): 1h NMR (acetone-d6) 300 MHz 8 8.30 

15 (br s, IH) 8 r 18 (dd, J=7 ? 3 Hz 2.2 Rz, 1H> 8.12 (m, 1H) 7.30- 
7.50 (m, 6H) 6.60 (4, J= 6,8 Hz, 1H) 3 r 65 (s f 3H) 3.41 (s, 
2H) . 1 9 F NW* (acetone-d6) 282 MHz -109.78 (m) . Mass 
spectrum: M+Li=370. 

20 Step 4 . Preparation of methyl f 4- f 4-aminosulfon vl P henvl) -5- 
(3-chloro-4-fluorophenvl) 1-2-oxazoleacetatfi 

The compound from Step 3 (2.05 g, 5.6 mmol) was stirred 
with chlorosulf or*ic acid (10 mL) for 0.33 hours at room 
temperature and then for 0.25 hours at 75 °C. The reaction 

25 was cooled, slowly added to ice water, and extracted with 

dichlorome thane. The dichloromethane layer was stirred with 
ammonium hydroxide for one hour at room temperature. The 
organic layer was concentrated in vacuo, dissolved in ethyl 
acetate, washed with 3N HCl, brine, dried over MgS04, 

30 concentrated in vacuo and recrystallized from ethyl 

acetate/hexane to give a white solid (0.58 g, 24%): mp 142- 
144 °C. 1h NMR (acetone-d6) 300 MHz 5 7.92 (d, J=8.5 Hz, 2H) 
7.85 (d, J=8.7 Hz, 2H) 7.78 (dd, J=7.1 Hz 2.2 Hz, 1H) 7.62 
(m, 1H) 7.44 (t, J=8.8 Hz, 1H) 6,66 (br s, 1H) 4.06 (s, 2H) 

35 3.75 (s, 3H) . 19 F NMR (acetone-d6) 282 MHz -115.94 (m) . 
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High resolution mass spectrum Calc'd. for C18H15CIFN2O5S: 
425,0374* Found; 425 , 0379. 

Step. St — Preparation q£ [ 4 - ( 4 -^npgu 1 f QnyXph?nv^ ) - 5 - (3- 

The ester frow Step 4 (0.55 g, 1.3 mmol) was dissolved 
in methanol (10 mL) , treate4 witfc NaOJJ (0.09 g dissolved in 5 
mL water, 2.2 mmol) , an<? stirred at room temperature. After 
1 hour, additional praQfl (0,10 g, 2,5 inmol) was added and 

10 stirring was continued for 1,4 fcoi*r?i, Water was added and 
the reaction mixture was extracted with ethyl acetate. The 
aqueous layer was then acidified witti concentrated HC1 and 
extracted with ethyl acetate. The etfcyl acetate was washed 
with brine, dried oyer MgSC>4 , and concentrated in vacuo to 

15 give a white solid (0.39 g, 74%): mp 222-223 °C. X H NMR 

(acetone-d6) 300 5 7,92 (d, J=8.5 flz, 2ji) 7,85 (d, J=8.6 
Hz, 2H) 7.79 (dd, J=7,0 Hz 2,2 ffz, 1H) 7.62 (m, 1H) 7.44 (t, 
J=8,9 Hz, 1H) 6,67 (br s, 1H) 4.04 (s, 2H) . i9 F NMR 
(acetone-d6) 282 MHz -116.41 (m) . 



20 



WO 96/36617 



PCT/US96/06992 



117 

EXAMPLE 40 




5 [4r (4-A^i^P£mifp^y;pft^^yl) r5r (3 f 4 -4iP&lorppheny3. ) ] -2^ 

psssplescetic acid 

S tep 1, Preparation of 2-hvdroxv-2- (3 ■ , 4-dichlorophenvl) -1- 
phgnyletftanpnfi. 

10 A solution of 3, 4-4icUlorobenz^ldehyde (25.35 g, 145 

mmol) and zinc iodide (0.4? g) in dichlorome thane {100 mL) 
was treated with a solution of trimethylsilylcyanide (20 mL, 
150 mmol) in dichlorome thane (25 mL) . The solution was 
stirred for 0.33 hours at room temperature, washed with. 

15 saturated NaHC03 and brine, dried over MgS04, and 

concentrated in vacuo to give the trimethylsilyl cyanohydrin 
as an orange oil (36.79 g) . The trimethylsilyl cyanohydrin 
was dissolved in diethyl ether (50 mL) and added dropwise to 
a solution of phenylmagnesium bromide (144 mmol) in diethyl 

20 ether (500 mL) while maintaining the temperature between 25- 
33 °C with an ice water bath. The reaction was allowed to 
stir for 1.8 hours at room temperature then quenched by 
adding 3N HCl (160 mL) . The organic layer was collected, 
washed with saturated NaHC03 and brine, dried over MgS04, and 

25 concentrated in vacuo to give an orange oil (49.07g). The 
orange oil was dissolved in 9:1 trif luoroacetic acid/water 
(100 mL) and stirred for 1.5 hours at room temperature. The 
reaction was neutralized with solid sodium carbonate, 
extracted with diethyl ether, washed with brine, dried over 
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MgS04, and concentrated in vacuo to give a yellow solid which 
was recrystallized from ethyl acetate/ iso-octane to give the 
benzoin (16.35 g, 37%): mp 68-71 °C. l E NMR (CDCI3) 300 MHz 5 
7.88 (d, J=7.5 Hz, 2H> 7.57 (in, }H) 7.44 (m, 3H) 7.37 (d, 
5 J*8.3 Hz, 1H) 7,07 (dd, J=8.3 Hz 2.0 IJz, 1H) 5.92 (s, 1H) 
4.60 (br s, 1H) . 

Step 3, — Esterifjcation of 2-hydroxv-2- (3 . 4-diehlorophenvl^ 
^"P^yle^pQpfi 

10 The ketone from Step 1 (7,43 g, 26.4 mmol) was dissolved 

in THF (8 mL), 2,2-dimethyl-l,3 dioxane-4 , 6-dione (5.92 g, 
41.1 mmol) was ^dded and the reaction heated to reflux for 
19.9 hours, The reaction mixture was partitioned between 
saturated NS1HCO3 ancj diethyl ether. The aqueous layer was 

15 acidified with concentrated HCl, extracted with diethyl 

ether, washed with brine, dried over MgS04, and concentrated 
in vacuo to give a brown oil (6,67 g) which was used in the. 
next step without further purification. 

20 StSP 3, Preparat ion of methvl f5- f 3 r 4-dichlorophenvl ) -4- 

hvdroxv-4-phenvl-2-oxaz olinvl1 acetate 

The ester from Step 2 (6.67 g, 18.2 mmol) was dissolved 
in methanol (10 mL) , treated with ammonium acetate (2.90 g, 
37.6 mmol), and heated to reflux. After 2.0 hours, the 

25 reaction was cooled, additional methanol (50 mL) was added, 

and the reaction mixture was acidified by adding concentrated 
sulfuric acid and heated to reflux for an additional 0.6 
hours. The reaction mixture was concentrated in vacuo, and 
the residue was dissolved in ethyl acetate, washed with 

30 water, saturated NaHC03, and brine, dried over MgS04, and 
concentrated in vacuo to give an orange oil (4.38 g) which 
was used in the next step without further purification. 

Step 4i Preparat ion of methvl f4- (4-aminosulf onvlphenvl) -5- 

35 (3,4-dichlorophenvin -2-oxa zoleacetate. 
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The compound from Step 3 (4.32 g,11.4 mmol) was stirred 
with chlorosulfonic acid (13 mL) for 0.4 hours at room 
temperature and then for 0.6 Hours at 75 °C. The reaction 
was cooled, slowly ad3e$ tQ ice water, and extracted with 
5 dichlorome thane , Tl>e Siohlorometfcajie W as stirred with 

ammonium hydxoxi^e (£0 mL) for l r l Hours at room temperature. 
The organic l^yer w^s cp^centr^ted jji vacuo, dissolved in 
ethyl acetate, washed >4th 3N RCl, brine, dried over MgSC>4, 
concentrated in y^euo, passed through a column of silica gel 

10 eluting with 50% ethyl scet^te/hex^rie, $nd recrystallized 
from ethyl acet^te/hex^e to g^ve a tan solid (l,20g, 24%): 
mp 144-153 °C. In NMR (acetone-46) 300 MHz 7.94 (d, J=8.5 
Hz, 2H) 7,86 (d, J=8 ? 3 Hz, 2H) 7 f 80 (d, J=1.8 Hz, 1H) 7,67 
(d, J=8.3 Hz, 1H) 7.60 (dd, J=8.5 Hz 2.0 Hz, 1H) 6.67 (br s, 

15 1H) 4.07 (s, 2H) 3.75 (s, 3H) , tfigh resolution mass spectrum 
Calc'd. for Ci8«15Cl2N205S: 441.0079. Found: 441.0088. 

Step 5t Preparatiop o| |4- (4^mino?ulf onvlohenvl) -5- (3 . 4- 
dichlorqphen^^ 

20 The oxazole ester from Step 4 (0,35 g, 0.8 mmol) was 

dissolved ir+ methanol (10 mL) , treated with NaOH (0.07 g 
dissolved in 5 mL water, 1.8 mmol), eind stirred at room 
temperature. After 1,1 hours, additional NaOH (0.10 g, 2.5 
mmol) was ^dded and stirring continued for 1,4 hours. Water 

25 was added and the reaction mixture was extracted with ethyl 
acetate. The aqueous layer was then acidified with 
concentrated HC1 and extracted with ethyl acetate. The ethyl 
acetate was washed with brine, dried over MgS04, and 
concentrated in vacuo to give a yellow solid (0.33 g, 97%): 

30 mp 204-209 °C. 3-H NMR (acetone-d6) 300 MHz 8 7.94 (d, J=8.9 
Hz, 2H) 7.87 (d, J=8.7 Hz, 2H) 7.82 (d, J=2 . 0 Hz, 1H) 7.67 
(d, J=8.3 Hz, 1H) 7.60 (dd, J=8.5 Hz 2.2 Hz, 1H) 6.68 (br s, 
1H) 4.05 (s, 2H) . 



35 



EXAMPLE 41 
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[4 - (4-Aminosu3Lfoixylpiienyl^S - (3 f 4^4ifluorppbenyl) ] -2- 

Step 1, Preparation of 2-hvdroxv-2^ (3 , 4-dif luoro phenvl) 4- 

A solution of 3 , 4-dif luorobenzaldehyde (25,33 g, 178 
10 iranol) and zinc iodide (0,13 g) iri cjichloromethane (100 mL) 
was treated with a solution of trimethylsilyl cyanide (24,5 
mL, 184 mmol) in dichloromethane (20 fnL) . The solution was 
stirred for 0.25 hours at room temperature, washed with 
saturated NaHC0 3 ^nd brine, dried over MgS0 4 and 

15 concentrated in vacuo to give the trimethylsilyl cyanohydrin 
as a yellow oil (41,03 g) . The trimethylsilyl cyanohydrin 
was dissolved in diethyl ether (50 mL) and added dropwise to 
a solution of phenylmagnesium bromide (186 mmol) in diethyl 
ether (560 mL) while maintaining the temperature between 25- 

20 33 °C with an ice water bath. The reaction was stirred for 
0.5 hours at room temperature then quenched by adding 3N HCl 
(150 mL) . The organic layer was collected, washed with 
saturated NaHC0 3 and brine, dried over MgS0 4 , and 

concentrated in vacuo to give an orange oil (49.71g). The 
25 orange oil was dissolved in 9:1 trif luoroacetic acid/water 

(100 mL) and stirred for 0.5 hours at room temperature. The 
reaction was neutralized with solid sodium carbonate, 
extracted with ethyl acetate, washed with brine, dried over 
MgSC^, and concentrated in vacuo to give a brown solid which 



WO 96/36617 



PCT/US96/06992 



121 

was recrystallized from diethyl ether/hexane to give the 
benzoin (16,35 g, 37%): mp 68-71 °C. *H NMR (CDCl 3 ) 300 MHz 5 

7,87 (d, J=7.1 Hz, 2H) 7 ? 56 (m, l#) 7,42 (m, 2H) 7.07 (m, 3H) 
5,92 (s, 1H) 4,40 (t>r s r 1H) . l 9 f Ijm (CDCI3) 282 MHz 

5 -136,37 (m) -137,70 (m) t Mass spectrum : M+Li=255. 

Step 2 , Esterification of 2^dTn^ z 2- H . 4-d if luorophenvl ) - 

i-phgny^itjigngng 

10 The ethanpne frojci step 1 (5,93 g, 23.9 ramol) was 

dissolve^ in TJIF (6 irfc) f ? , 2-4iroetftyi-l , 3 -4ioxane-4 , 6-dione 
(3,70 g, 25,7 flimpl) w$s §43ed ^ t^e reaction heated to 
reflux for 23,7 fcowrs. AcJcJitip^; 2, 2 -dimethyl- l f 3-dioxane- 
4/ 6-dione (1,46 g, 10,1 mol) w$s a44ed ancj the reaction was 

15 stirred at reflux an #43itionai 19 , 7 hours. The reaction 

mixture was partitioned between saturated N^HC0 3 and diethyl 

ether. The aqueous l§ye;r was ^ci4ified with concentrated 
HCl, extracted with diethyl ether, washed with brine, dried 
over MgS0 4 , and concentrated in v$cuo to give a yellow oil 

20 (6.05 g) which was used in the next step without further 
purification. 

Step 3- prepayatipp of methyl , Wtflwxwhsml) -4- 
hydroxy - 4 -ohenv 1 - 2 - oxaz ol i ny 11 arotat f 

25 The ester from Step 2 (6.03 g # 18,0 mmol) was dissolved 

in methanol (10 mL) , treated with ammonium acetate (3.07 g, 
39.8 mmol), and heated to reflux. After 2.4 hours, the 
reaction was cooled, additional methanol (60 mL) was added, 
and the reaction mixture was acidified by adding concentrated 

30 sulfuric acid and heated to reflux for an additional 1.9 

hours. The reaction mixture was concentrated in vacuo, and 
the residue was dissolved in ethyl acetate, washed with 
water, saturated NaHC0 3 , and brine, dried over MgS0 4 , and 

concentrated in vacuo to give an orange oil (4.64 g, 74%) 
35 which was used in the next step without further purification. 
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SteP 4t — Preparation o| met^y^f4 - (4-aminosulf onvlnhenvl ) -5- 

The oxazoline fjrow Step 3 (3-34 g, 9,6 mmol) was stirred 
5 with chlorosulfonic acid {\3 mjL) for 0.4 hours at room 

temperature and tften fo?r 0,75 ho^rs at 75 % C. The reaction 
was cooled/ slowly a4de4 to ice water, and extracted with 
dichloromethane. The 4ichloromethar*e was stirred at room 
temperature with ainnpriiufla hydroxide {20 mL) for 1.1 hours, 
10 The organic layer was concentrated irj vacuo, dissolved in 
ethyl acetate, washed with 3N HC}, brine, dried over MgS0 4 , 

concentrated in vacuo, passed through a column of silica gel 
eluting wit}} 45% etftyl acetate/hexane, and recxystallized 
from ethyl acetate/hexane to give a yellow solid (0.71 g, 
15 27%): mp 144-149 °C. KIMR (acetone-dg) 300 MHz S 7.92 (d, 

J=8.7 Hz, 2R". 7.84 (d, J=8 , 5 Hz, ?H) 7.58 (m, 1H> 7.47 (m, 

2H) 6.67 (br s, 1H) 4.06 (s f 2H) 3.75 (s, 3H) . 19 F NMR 

(acetone-d 6 ) 282 -138.46 (m) -138.79 (m) . High 

resolution mass spectrum Calc'd. for ^iZ^15^2^2^5 Sl 
20-409.0670. Found: 409.0686. 

Step 5, — Preparation p£ f 4- (4-TOi.n9gVlf9BYlPbenYl-5" (3,4- 

difluoroohenvl) 1-2-oxazoleacet:ate. 

The oxazole ester from Step 4 (0.64 g, 1.3 mmol) was 

25 dissolved in methanol (10 mL) , treated with NaOH (0.07 g 
dissolved in 5 mL water, 1.8 mmol), and stirred at room 
temperature. After one hour, additional NaOH (0.11 g, 2.8 
mmol) was added and stirring continued for 1.4 hours. Water 
was added and the reaction mixture was extracted with ethyl 

30 acetate. The aqueous layer was acidified with concentrated 
HCl and extracted with ethyl acetate. The ethyl acetate was 
washed with brine, dried over MgS0 4 , and concentrated in 

vacuo to give a white solid (0.49 g, 80%): mp 223-227 °C. % 
NMR (acetone-d 6 ) 300 MHz 8 7.92 (d, J=8.7 Hz, 2H) 7.85 (d, 

35 J=8.7 Hz, 2H) 7.58 (m, 1H) 7,48 (m, 2H) 6.66 (br s, 1H) 4.04 
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(s, 2H) . 19 F NMR (acetone-dg) 282 MHz -138.97 (m) -139.24 
(m) , 

EXAMPLE 42 




F 

10 

SUP 1, Prppgrfltipn of 3-trifluoromethyl-4-ph ? pvl-5-n .d- 
d i f luor opheny 1 ) oxazo^ 

A solution of 2^hydroxy-2-(3,4-difluprophenyl)-l- 
phenylethanone (Exc^mple 41, Step 1) (3,48 g, 14,0 mmol) in 

15 dimethylformamide {IMF) (15 mL) was added to a solution of 
trifluoroacetonitrile (1-85 g, 19.5 mmol) in DMF (150 mL) . 
The reaction was cooled to 5 °C, treated with 1,8- 
diazabicyclo[5.4.0]undecane (DBU) (2.31 g, 15.2 mmol), and 
stirred for i5.3 hours at room temperature and 3.5 hours at 

20 90 °C. The reaction mixture was diluted with ethyl acetate, 
washed with 3N HCl, saturated NaHC0 3 , brine, dried over 
MgSC^, concentrated in vacuo, and passed through a column of 

silica gel eluting with 10% diethyl ether/hexane to give a 
clear oil (2.35 g, 52%): NMR (acetone-dg) 300 MHz 8 7.66 

25 <m, 3H) 7.47 (m, 5H) . 19 F NMR {acetone-dg) 282 MHz -67.02 
(s) -137.15 (m) -138.58 (m) . 

Step 2. — Preparation of 4- T5- (3 , 4-dif luo rophenvl ) -2- 
tri£luoromethvl-4-oxazolvllbenzenesulfnn^Tn^P 
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3-Trifluoromethyl-4-phenyl-5- (3 , 4-dif luorophenyl) oxazole 
from Step 1 (1,02 g, 3.14 mmol) was stirred with 
chlorosulforic acid (9,5 mL) for 0.9 hours at room 
temperature and then for 2.5 hours at 75 °c. The reaction 
5 was cooled, slowly adtjed to ice water/ and extracted with 
dichloromethane . The dichioromethane was stirred with 
ammonium hydroxide (100 mL) for 14.7 hours at room 
temperature. The organic layer w^s concentrated in vacuo, 
dissolved in ethyl acetate, washed with 3N HCl, brine, dried 
10 over MgSO^, concentrated in v$cuo, ^nd recrystallized from 

ethyl acetate/hexane to give a tar> solid (0.87 g, 69%): mp 
146-148 °C. NMR (acetone-d 6 ) 300 MHz 8 7.97 (d, J=8.5 Hz, 

2H) 7.88 (d, J=8.7 Hz, 2H) 7.71 (m, 1H) 7.58 (m, 2H) 6.70 (br 
s, 1H) . 19 F NMR (acetojae-d 6 ) 282 WRz -67.04 (s) -136.52 (m) 

15 -138.30 (m) . High resolution mass spectrum Calc'd. for 
C 16«10 F 5 N 2°3 S : 405 , 0332 . Found: 405 . 0323 . 

BXAMPXiB 43 



p- [5- (4-Aminosulf onylphenyl) -4 -phenyl] -2- 
oxazolepropionic acid 

25 4, 5-Diphenyl-2-oxazolepropionic acid (1.0 g, 34 mmol), 

prepared as in U.S. Patent # 3,578,671, was added to 
chlorosulf onic acid cooled to 0 °C (25 mL) , and the stirred 
solution was warmed to room temperature for 1.0 hour. The 
mixture was added dropwise to ice and dichloromethane (50 mL) 



20 
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with stirring. The resultant layers were separated, and the 
organic layer was washed once with water and added to a 0 °C 
stirred solution of aininonium hydroxide (10 mL) . The mix was 
stirred for 1.0 hour c^4 extr^ctec} with dichloromethane (3 X 
5 50 jnfc) . T^e combined ojrgawic l^ye^s were washed with 1 N HCl 
followed by ferine m $ wster, 4rie4 over J*gS0 4 and 

concentrated- The cr^4e p^ociuct wss purified by 

recrystsllization from ethyl scet^te/ftexane to afford a white 
solid (0.6 g, 47.4%): mp 236-23? °C ? ^H NMR (DMSO-d 6 ) 300 

10 MHz 8 12.15 (bs, 1H) 7.84 <d, J=8.5 flz, 2H) 7.68 (d, J=8.5 Hz, 
2H) 7.4-7.5 (m, 7ff) 3,07 (t, J=7 t ; #z, 2H) 2.78 (t, J=7.1 Hz, 
2H). Anal. Calc'd ? for C^H^N^S: C, 58.06; C, 58.22; H, 

4.33; H, 4-52; N, 7.52; 7.30. 

is EXAMP&E 44 




NH 2 



4- [4-Phenyl-5-px^3olyl] benzenesulf onamide 

20 

gteP 3-t Preparation of 4 , 5-diohenvloxazolg. 

Benzoin (4*25 g, 20 mmol) was stirred at 0 °C in 
dichloromethane (150 mL) with triethylamine (2.23 g, 22 
mmol). Methanesulfonyl chloride (2*52 g, 22 mmol) was added 
25 dropwise. The solution was warmed to room temperature for 
1.0 hour. Formamide (10 mL) was added and the mixture was 
concentrated to remove dichloromethane. The residue was 
heated to 50 °C overnight, cooled, diluted with ether, washed 
with 1 N HCl, brine, water dried over MgS0 4 , concentrated in 

30 vacuo, and passed through a column of silica gel eluting with 
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(1:16) ethyl acetate/hex^ie to give a clear oil (3.1 g, 70 
%): X H NMR (CDC1 3 ) 3 00MHz 7 ? 96 (s, 1H) 7.60-7.70 (m, 4H) 
7.31-7.41 (m, 6H) , An^l ? C^lc'cJ. for C 15 H 11 NO*1.5 H 2 0: C, 
80.20; H, 5.10; N, 6.24. Found: C, 80.20; H, 5.07; N, 6.25. 

Step 2, Preparation pf 4 ^ r ji^pfaggvl^ - 
OXazolvl 1 benzenesulgonajn i jp 

4, 5-piphenyloxazqle from Step I (0.5 g, 2.3 mmol) was 
added to chlorosulfonic aci4 cooked to 0 °C (5 rati) , and the 

10 stirred solution was warmed to ppom temperature for 1.0 hour. 
The mixture was added dropwise to ice and dichloromethane (50 
mL) with stirring- Tfte resuitemt payers were separated, and 
the organic layer was washed once with water and added to a 
0 °c stirred solution of ammonium hydroxide (10 mL) and 

15 stirred for 1.0 hour and extracted with dichloromethane (3 X 
50 mL) . The combined organic layers were washed with 1 N HCl 
followed by brine and water, dried over MgS0 4 and 

concentrated. The residue v$s purified by recrystallization 
from ether/hexanes to give a white solid (0.3 g, 44 %) : mp 
20 122-125 °C. *H NMR (scetone-dg) 300 MHz 5 8.35 (s, 1H) 7.88 
<d, J=8.7 Hz, 2H) 7.79 (d, J=8.7 Hz, 2H) 7.64-7.70 <m, 2H) 
7.40-7.5 (m, 3H) 6.68 (bs, 2H> . Anal. Calc'd. for 
C 15 H 12 N 2°3 S: C ' 59.99; H, 4.03; N, 9.33. Found; C, 60.09; 
H, 4.05; N, 9.27. 
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127 

EXAMPLE 45 




5 4- f ?-GbJo^p-4^ph^nyJ-5r-g^#^plyl3 fcei*?etxesulf onamide 

Benzoic (31.8 g, 0,15 mo}) and u^rethane (42.79 g, 0,45 
mol) were heated to reflux to? 3,0 hours ♦ The hot mixture 
10 was poured into water (150 irtfj) T Acetone (150 mL) was added 
and heat was applied until the jtiixture dissolved. The 
solution was cooled and filtered yielding a white solid which 
was used ir* the #ext step without further purification: 1 H 
NMR (DMSO-46) 300 MHz 5 7,2-7,5 (m, UH) , 

15 

Step 2. Preparation of 2-chloro-4 , 5-diphenvl-oxazole . 

4, 5^-Diphenyloxazolone from Step 1 (30 g, 0,126 mol) , 
triethylamine (12 . 8 g, 0.126 mol), and phosphorous 
oxy chloride (96.6 g, 0,63 mol) were stirred at reflux for 4,0 
20 hours. The mixture was concentrated in vacuo and dissolved 
in ether (250 mL) , washed with 1 N HC1, brine, water, dried 
over MgSC>4 and concentrated to a light yellow oil which was 

used in the r-ext step without further purification or 
characterization. 



Step 3. Preparation of 4- r2-chloro-4-phenvl-5- 
oxazolvllbenzenesulfonamide. 

2-Chloro-4,5-diphenyl-oxazole from Step 2 (1,53 g, 6 
mmol) was added to chlorosulfonic acid cooled to 0 °C (20 
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mL) , and the stirred solution was warmed to room temperature 
for 1,0 hour. The mixture was added dropwise to ice and 
dichlorome thane (50 m^) with stirring. The resultant layers 
were separate^ $nd the organic layer was washed once with 
5 water and added to $ 0 ? C stirred solution of ammonium 

hydroxide (10 mL) f The fixture was stirred for 1.0 hour and 
extracted wich dichloromethane (3 % 50 mL) . The combined 
organic layers were washe4 with I HCl followed by brine and 
water, dried over MgSO^ ^nd concentrated. Recryst^llization 

10 from ethyl acetate/hex^nes gave 4 white solid (1*5 g # 75 %) : 
Trip 158-159 °C. 1$ JS^R ($cetone-4 6 ) 300 MHz 5 7.98 (d, J=8.7 

Hz, 2H) 7.78 (d, J=8 ? 7 Hz, 2JJ) 7 ? 64-7.70 (m, 2H) 7.42-7.5 (m, 
3H) 6.72 (bs, 2H) ? Anal* Calc<4. for C 15 H 11 N 2 0 3 SC1: C, 

53.82; li, 3.31; N, 8 r 37 T Found; C, 53 ? 92; H, 3,32; N, 8.33. 

15 

EXAMPLE 4 6 




20 4- [2-Mercapto-4-phenyl-5-oxazolyl]benzenesulf onamide 

4-[2-Chloro-4-phenyl-5-oxazolyl]benzenesulfonamide 
(Example 45) (1.67 g, 5 mmol), dimethylsulfoxide (50 mL) , and 
sodium thiomethoxide (0.70 g, 10 mmol) were stirred at room 
25 temperature for 16.0 hours. The mixture was diluted with 
ethyl acetate (100 mL) washed with 1 N HCl, brine, water, 
dried over MgS0 4 and concentrated. Recrystallization from 

ethyl acetate/hexanes gave the product as a brown solid (0.8 
g, 48 %); mp 247-249 °C. X H NMR (acetone-d 6 ) 300 MHz 8 12.1 

30 (bs, 1H) 7.89 (d, J=8.7 Hz, 2H) 7.62-7.68 (m, 4H) 7.54-7.59 
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(m, 3H) 6.7 (bs, 2H) • Anal. Calc'd. for C 15 H 12 N 2 0 3 S 2 : C, 
54,20; H, 3,64; N, 8.43 T Fowc}: C, 54.27; H, 3,68; N, 8,41.. 

EXAMPLE 47 




4- [?- (3-Gnio?ppnewQ?cy) -4-phe^yl-5- 

10 

4- [2-Chloror4^phenyl-5-px^zplyl] benzenesulf onamide 
(Example 45) (1,67 g, 5 mmol) , DMF (20 mL) , potassium 
carbonate (J. 38 g, 10 mmol) , and 3-clilorqphenol (0.64 g, 5 
mmol) were stirred at room temperature for 16,0 hours, 
15 diluted with ethyl acetate (100 mL) , washed with 1 N HCl, 
brine and water, dried over MgS0 4 and concentrated. The 

residue was dissolved in ethyl acetate/hexanes (1:1) and 
filtered through silica. The eluant was concentrated and the 
residue recrystallized from ethyl acetate/hexanes to afford 
20 the product as a light yellow solid (1.4 g, 66 %): mp 138-140 
°C. ^ NMR (acetone-dg) 300 MHz 6 7.92 (d, J=8.9 Hz, 2H) 7.75 

(d, J=8.9 Hz, 2H) 7,7 (m, 1H) 7.60-7.65 (m, 2H> 7.54-7.56 (m, 
2H) 7.38-7.46 (m, 4H) 6,90 (bs, 2H) . Anal. Calc'd. for 
C 21 H 15 N 2 0 4 SC1: C, 59.09; H, 3.54; N, 6.56. Found: C, 

25 59.02; H, 3.55; N, 6.61. 



EXAMPLE 48 
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So v OH 



4-Ap^osulf qsylpfcesyl) -4-phe*yl-2- 
oxasolemerc^pto^cetic acid 

5 

4- [2-Ghloro-4-pheTiyl«5-oxazolyl]benzenesulfonaitiide 
(Example 45) (1.67 g, 5 mmol) , PMF (20 mL) , sodium hydride 
(1,32 g, 5,5 mmol), and mercaptoacetic acid, sodium salt 
(0.63 g, 5.5 mmol) were stirred at room temperature for 16.0 
10 hours. The solution was diluted with ethyl acetate (100 mL) , 
washed with 1 N HC1, brine and water, dried over MgS0 4 and 

concentrated. The residue was purified by flash column 
chromatography eluting with ethyl acetate : methanol : water 
(20:10:1) to provide the product as a light yellow solid (0.8 
15 g, 41 %): mp 235-238 °C. *H NMR (D 2 0) 300 MHz 8 7.62 (d, 

J=8.7 Hz, 2H) 7.43 (d, J=8.7 Hz, 2H) 7,32 (m, 5H) 3.76 (s, 
2H) . High resolution mass spectrum Calc'd. for 
C 17 H 15 N 2 0 5 S 2 : 391.0422. Found: 391,0423. 
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49 




qsasolylj fce^se^eeulf ox^miSe 

4 - [ 2 -Chloro - 4 -phenyl - 5 -oxazolyl ] benz enesulfonamide 
(Example 45) (1.67 g, 5 jnmol) , DMF (20 mL), potassium 
10 carbonate (3 ,38 g, 10 nunol), ar>4 2 , 2 , 2-trif luqroethanol (0.75 
g, 7.5 mmol) were stirred at room temperature for 16.0 hours. 
The solution was diluted with ethyl acetate (100 mL) , washed 
with 1 N HOI, brine and water, cjried over MgS0 4 and 

concentrated. The residue was dissolved in ethyl 
15. acetate/hexanes (1:1) and filtered through silica. The 
eluant was concentrated and recrystallized from ethyl 
acetate/hexanes to provide the product was a white solid (1.4 
g, 70 %); mp 180-182 °C. 1» NMR (CDCl 3 ) 300 MHz 8 7.85 (d, 

J=8.5 Hz, 2H) 7.65 (d, J=8.5 fiz, 2H) 7.6 (m, 2H) 7.4 (m, 3H) 

20 4.9 (dd, J=8.1 Hz, 2H) 4.85 (bs, 2H) . Anal. Calc'd. for 

C 17 H 13 N 2°4 S 1 F 3 : c ' 51.26; H, 3.29; N, 7.03. Found: C, 
51.32; H, 3.30; N, 7,01. 
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EXAMPLE 50 




5 4- (?*(Mnby*t&4.<?) r4^ewyj.^5- 

qxasglylJJs testae ettlf Q3»mi<Je 

4-[2-Chloro-4-phenyJ-5-rGxazolyl]benzenesulfonaraide 
(Example 45) (1,67 g, 5 mmpl) , methanol (50 mL) , and sodium 
10 thiomethoxide (0.39 g, 5,5 mmol) were stirred at room 

temperature for 16,0 hours. The solution was concentrated 
and dissolved in ethyl acetate (100 mL) , washed with 1 N HCl, 
brine and water, dried oyer MgS0 4 and concentrated. The 

residue was recrystallized from ethyl acetate/hexanes to give 
15 the product was a light yellow solid (1.4 g, 81 %) : mp 162- 
164 °C. NMR (CDC1 3 ) 300 MHz « 7.85 (d, J=8 . 9 Hz, 2H) 7.68 

(d, J=8.9 Hz, 2H) 7.6 (m, 2H) 7,4 (m, 3H) 4-85 (bs, 2H) 2.75 
(s, 3H) . Anal. Calc'd. for C 16 Hi4N20 3 S2 : C, 55.48; H, 
4.07; N, 8.09. Found: C, 55.56; H, 4.10; N, 8.15. 

20 

EXAMPLE 51 




4- [2-Methyl-4-phenyl-5-oxazolyl]benzenesulf onamide 
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Chlorosulfonic acid (25 &iL) was cooled to -78 °C with 
stirring and 2-methyl-4, 5-3iphenyloxazole (Aldrich) (2 . 0 g, 
8*5 mmol) was added, ^nd the stirred solution was warmed to 
5 room temperature for 4,0 hours T The mixture was then added 
dropwise to ice smd c^ichlorpmetharie (100 mL) with stirring. 
The resultant ^yers were separatee}, $nd the organic layer 
was washed oiace with water Wd #dde4 to 4 0 °C stirred 
solution of ammonium hydroxide (20 mL) . The solution was 
;0 stirred for 1.0 hour and extracted with dichloromethane (3 X 
50 mL) , The combined organic layers were washed with 1 N HCl 
followed by brine aji$ water f dried over MgS0 4 and 

concentrated. The residue was purified by recrystallization 
from ethanol 'water to give the product as a white solid (1.6 
15 g, 60 %): mp 176-178 *c, Ifl NMR <acetojie-d 6 ) 300 MHz 6 7.92 

(d, J=8.7 Hz, 2H) 7 ? 74 (d, J=8 ? 7 flz, 2H) 7,61-7.66 (m, 2H) 
7.40-7,48 (m, 3H) 6,68 (fcs, 3K) 2,53 (s, 3H) . Anal. Calc'd. 
for C l6 H 14 N20 3 S: C, 61,13; H, 4t49; N/ 8.91. Found: C, 
60.89; H, 4.53; N, 8.85. : : : : ' 

20 

Example 52 




CH 3 



2- [5 - [ ( 4 -Amino sulfonyl ) phenyl] -4 - 
phenyloxazol-2-yl] ethan-2 -one 
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SteP 3-? Prepa ration Of 2-rFi-r f4-Aminosulfonvl)nhenvn-4- 

pfrenYlPxasQl-a-Yl 1 - (^:hv^row) Qfrhane 

A solution of 2 t- £rojtio-2- [ (4-aminosulfonyl ) phenyl] -1- 
5 phenyl etha^one (0,5 g, 1,41 mmo}) in 3 mL of anhydrous DMF 
was added to a suspension of lactic acid sodium salt (0.16 g, 
1.41 mmol) in 2 mL of anhydrous pMf, and the reaction mixture 
was stirred for 18 at room temperature, The DMF was then 
removed under vacuum. Ethyl acetate (50 mL) was added to the 

10 concentrated residue, and tjie mixture was filtered. The 
■ filtrate was concentrated and dried under vacuum. Acetic 
acid (5 mL) and ammonium acetate (0.33 g, 4.28 mmol) were 
added to this concentrated residue. This reaction mixture 
was heated at 100 °C for 3 h, cooled to room temperature, 

15 and water (100 ml,) was added to the cooled reaction mixture. 
The aqueous solution was extracted with ethyl acetate (1 x 
150 mL) . The organic phase was separated and washed with 
water (2 x 100 mL) , saturated sodium bicarbonate (2 x 100 
mL), brine (2 x 100 mL) and dried over magnesium sulfate, 

20 filtered and concentrated. The concentrated residue was 

purified by flash chromatography on silica gel eluting with 
45% ethyl acetate in hexane to give 0.26 g (57%) of 2- [5- [(4- 
aminosulfonyl) -phenyl] -4-phenyl-oxazol-2-yl] - (2- 
hydroxy) ethane as a yellow solid, 1h NMR (CDCI3/3OO MHz) 

25 1.72 (d, 3H, J = 6,60 Hz), 2.69 (d, 1H, J = 5.50 Hz), 4.87 

(bs, 2H), 5.05-5.13 (m, 1H) , 7.41-7.43 (m, 3H) , 7.56-7.60 (m, 
2H), 7.72 (d, 2H, J = 8.40 Hz), 7.89 (d, 2H, J = 8.70 Hz). 
HRMS (calcd for C17H16N2O4S1 345.0909) 345.0896. 

30 Step 2 ; Preparation of 2- f5- r f 4-aminn R ii1 f onvUphenv] 1 -4- 

phenvloxa7o1-2-vl1ethan-?-n rff 

The 2- [5- [ (4-aminosulfonyl) phenyl] -4-phenyloxazol-2- 
yl] (2-hydroxy) ethane (0.3 g, 0.87 mmol) from Step 1 was 
35 suspended in 15 mL of methylene chloride. Pyridinium. 
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chloro chroma te (0,3 g, 1,4 mmol) and molecular sieves (0.4 g) 
were added, and the resulting mixture was stirred for 10 
minutes at room temperature. Acetone (5 mL) was added, and 
the reaction mixture wss stijrre4 for 48 h at room 
5 temperature. The reaction fixture w$s filtered, and the 
filtrate was concentrate^. T^e concentrated residue was 
crystaHzed from ethyl acetate $n4 hexane to give 0.11 g 
(30%) of 2-[5-[ (4-^inosulfony;)p^enyl]-4-phenyloxazol-2- 
yl]ethan-2-qne §s a w^te soli^, jn t p r 208,5-210.2 °C. 3-1* 
10 NMR(DMSO-46/300 Jfffz) 2,65 (s, 3f?) , 7,45-7.52 (m, 5H) , 7.59- 
7,62 (m, 2*1), 7 t 78 (4 f 2*, J = 8.40 Hz), 7.90 (d, 2H, J = 
8.40 Hz). HRMS (calcd. for G17H14N2O4S1 343.0753) 343.0728. 

15 




4- [2 -Methyl sulfinyl) -4 -phenyl- 5- 
oxa?olyl] benzene sulfonamide 

20 

4 - [2-Methylthio-4-phenyl-5-oxazolyl]benzenesulfonamide 
(Example 50) (0.5 g, 1.44 mmol), ethanol (100 mL) , water (50 
mL) , and Oxone® (potassium peroxymonosulf ate, 0.88 g, 1.44 
mmol) were stirred at room temperature for 16.0 hours, 
25 Sodium metabisulf ite (5 g) and water (50 mL) were added and 
the resulting mixture stirred for 0.25 hours before the 
addition of ethyl acetate (200 mL) . The organic layer was 
separated and washed with brine and water, dried over MgSO^ 

and concentrated. The residue was purified by flash 
30 chromatography eluting with ethyl acetate rhexanes (1:3). The 
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first material collected was concentrated and recrystallized 
to yield 4- [2-methylsulfonyl) -4-phenyl-5- 

oxazolyl)benzenesulfqnamide as a white solid (0.3 g, 55 %): 
mp 186-188 °C. ^ NMR (DMSO-dg) 300 MHz 8 7.92 (d, J=8.5 Hz, 

5 2H) 7.81 (d, J=8.5 Hz, 2H) 7.6 (m, 2H) 7.48 (m, 5H) 3.3 (s, 
3H). Anal. Calc'd. for C^H^N^S^ : C, 50.78; H, 3.73; N, 

7.40. Fovind: C, 50.79; H, 3.72; N, 7.38. The second 
material collected was concentrated and recrystallized to 
yield 4- [ 2 -methyl sulfinyl) -4 -phenyl -5- 
10 oxazolyl]benzenesulfonamide as a white solid (0.16 g, 31 %) : 
mp 174-176 °C. X H NMR (DMSO-dg) 300 MHz 8 7.9 (d, J=8.5 Hz, 

2H) 7.8 (d, J=8.5 Hz, 2H) 7,6 (m, 2?i) 7.48 (m, 5H) 3.2 (s, 
3H) . Ana}. Calc'd. for CigH^^O^: c ' 53,03; H, 3.89; N, 

7.73. Found: C, 53.08; H, 3.85; N, 7.66. 

15 

EXAMPLE 54 




20 4- [2- (2 , 3,4,5, 6-Pentaf luorophenoxy ) - 4 -phenyl -5- 

oxazolyl ] benzene sulfonamide 

4- [2-Chloro-4-phenyl-5-oxazolyl]benzenesulfonamide 
(Example 45) (1.0 g, 3 ratio 1) , DMF (20 mL) , potassium 
25 carbonate (0,83 g, 6 mmol), and pentaf luorophenol (0,55 g, 3 
mmol) were stirred at room temperature for 16.0 hours. The 
solution was diluted with ethyl acetate (100 mL) , washed with 
1 N HCl, brine and water, dried over MgS0 4 and concentrated. 

The residue was dissolved in ethyl acetate/hexanes (1:1) and 
30 filtered through silica and the eluant concentrated and 
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recrystallized from ethyl acetate/hexanes to afford the 
product was a white solid (0,4 g, 28 %) : mp 146-148 °C. ^-H 
NMR (DMSO-dg) 300 MHz S 7 . 88 (d, J=8 T 5 Hz, 2H) 7.71 (d, J=8.5 
Hz, 2H) 7.56 (m, 2H) 7,42-7.48 (m, 5H) . 



10 4- t2-Hethoxy^4'phe»ylr5-o*a?PlyllJ>en?!e»iesulforianiide 

4 1 2 -chloro-4 -phenyl- 5 -oxazoly 1 ] fcenzenesul f onamide 
(Example 45) (1.0 g, 3 mmol) , methanol (15 mL) , and sodium 
methoxide (25 % in methanol) (0 r 65 g, 6 mjfiol) were stirred at 
15 room temperature for 16.0 hours. Water was added until 

crystals appeared that were isolated by filtration to afford 
the desired product as a white solid (0.6 g, 61 %) : mp 180- 
182 6 C. ^"H NMR (DMSO-d 6 ) 300 MHz. 5 7.81 (d, J=8.5 Hz, 2H) 

7.62 (d, J=8.5 Hz, 2H) 7.57 (m, 2H) 7.38-7.46 (m, 5H) 4.12 
20 (s, 3H). Anal. Calc'd. for C 16 H 14 N 2 0 4 S: C, 58.17; H, 4.27; 
N, 8.48. Found: C, 58.12; H, 4.31; N, 8.44. 



5 



EXAMPLE §5 
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BXAMPXiB 56 




5 Btfcyl ?- ( f5-{ 4 *m4bo $ psylpfce&yl ) -4 -phenyl -3 - 

ox^o^y}.] g*yl be^?p#te 

4- [2-Chloro-4-phenyl-5-qxazpl^^ 
(Example 45) {1.0 g, 3 mmol) , DMF (20 mL) , potassium 
10 carbonate (0.46 g, 3.3 mmol) , cirid ethyl salicylate (0.55 g, 
3.3 miuoi) were stirred $t room temperature for 16.0 hours, 
diluted with ethyl acetate (100 flftO , washed with 1 N HC1, 
brine and water, dried over JigS0 4 $nd concentrated. The 

residue was dissolved in ethyl scetate/hexaines (1:1) and 
15 filtered through silica. The elijant was concentrated and 

recrystallized from ethyl acetate/hexanes to give the product 
was a white solid (0.7 g, 50 %) ; mp 183-184 °C. ^-H NMR 
(CDCI3/CD3OD) 300 MHz 8.12 (dd, J=1.8 Hz and J=7.8 Hz, 1H) 

7.86 (d, J=8.5 Hz, 2H) 7.62-7.72 (m, 3H) 7.38-7.54 (m, 7H) 
20 4.35 (dd, J=7.2 Hz, 2H) 1.3 (t, J=7.2 Hz, 3H) . Anal. 

Calc'd. for C24H 20 N 2 O 6 S: C, 62.06; H, 4.34; N, 6.03. Found: 

C, 61.85; H, 4.37; N, 5.91. 
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EXAMP&E 57 




5 Bthyl 3r ([5r (4TSm4.npgiafpnylp&enyl) -4 -phenyl -2- 

9*a?plyl5 pxyj ben?pate 

4 - [ 2 -Chlorp-4 -phenyl- 5 -pxaz ply 1 ] benzenesul f onamide 
(Example 45) (1 T 0 g, 3 mmol) , DMF (20 mL) , potassium 
10 carbonate (0.46 g, 3.3 mmol) , and ethyl 3-hydroxybenzoate 

(0.55 g, 3.3 mmol) were stirred at room temperature for 16.0 
hours. The solution was diluted, with ethyl acetate (100 mL) , 
washed with 1 N nc; ( brine and water, dried over MgS0 4 and 

concentrated. The residue was dissolved in ethyl 
15 acetate /hexanes (1:1), filtered through silica and the eluant 
was concentrated and recrystallized from ethyl 
acetate/hexanes to give the product as a white solid (0.6 g, 
43 %): mp 157-158 °C. X H NMR (CDC1 3 /CF 3 C0 2 H) 300 MHz 8 8.12 

(dd, J=1.6 Hz and J=0.6 Hz, 1H) 7.94-8.0 (dt, J=1.0 Hz and 
20 J=7.8 Hz, 1H) 7.89 (d, J=8.7 Hz, 2H) 7.72 (d, J=8.7 Hz, 2H) 
7.67 (m, 1H) 7.60 (m, 2H) 7.52 (m, 1H) 7.4 (m, 3H) 4.56 (s, 
2H) 4.4 (q, J=7.1 Hz, 2H) 1.4 (t, J=7 . 1 Hz, 3H) . Anal. 
Calc'd. for C 24 H 20 N 2 O 6 S : C, 62.06; H, 4.34; N, 6.03. Found: 
C, 62.00; H, 4.36; N, 5.95. 



25 
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EXAMPLE 58 




ox^qly^bensejies^lf onami<Je 

4 - [ 2 - Chi or o - 4 -phenyl - 5 - ox$ zolyl] ben z enesu 1 fonamide 
(Example 45) (1.0 g, 3 iranol) and 40 % aqueous dimethylamine 
10 (25 mL) were stirred at room temperature for 16.0 hours, 
diluted with ethyl acetate (100 inL) , washed with brine and 
water, dried over MgSO^ $nd concentrated* The residue was 

recrystallized from ethyl acetate/hexanes to afford the 
product as a light yellow/green solid (0.6 g, 58 %) : mp 254- 
15 256°C. X H NMR (DMSO-d 6 ) 3 00 MHz 7.74 (d, J=8.7 Hz, 2H) 7.56 

(m, 4H) 7.38-7.46 (m, 3H) 7.33 (l?s, 2H) 3.08 (s, 6H) . Anal. 
Calc'd. for C 17 H 17 N 3 0 3 S: C, 57.31; H, 5.21; N, 11.79. 

Found: C, 57.32; H, 5.23; N, 11.73. 
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EXAMPLE 



59 



H ? N 




or 



N. 



px^^o^yl Jfeense^egi^f oaamide 

Step 1. Preparation of 2-hydy oxy-2- (4-chloroohenvl) -1- 
Dhepylethanone . 

10 A solution of 4-chlorotenzc4dehyde (9.86 g, 70 mmol) and 

zinc iodide (048 g) in dichlorometftane (40 mL) was treated 
with a solution of trimethylsilylcyaniae (9 mL, 71 mmol) in 
dichloromethane [20 jnL) . The solution was stirred for 0.33 
hours at room temperature, washed with water and saturated 

15 NaHC0 3 , dried over MgSO^ and concentrated in vacuo to give 

the trimethylsilyl cyanohydrin as an orange oil (13.90 g) . 
The trimethylsilyl cyanohydrin was dissolved in diethyl ether 
(50 mL) and added dropwise to a solution of phenylmagnesium 
bromide (69 mmol) in diethyl ether (269 mL) while maintaining 

20 the temperature between 15-28 °C with an ice water bath. The 
reaction was stirred for 0.75 hours at room temperature then 
quenched by adding 3N HC1 (50 mL) . The organic layer was 
collected, washed with saturated NaHC0 3 and brine, dried over 
MgS0 4 , and concentrated in vacuo to give a yellow solid 

25 (13.06 g) . The yellow solid was dissolved in 9:1 

trif luoroacetic acid/water (30 mL) and stirred for 1.6 hours 
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at room temperature. The reaction was neutralized with solid 
sodium carbonate, extracted with ethyl acetate, washed with 
10% Na 2 C0 3 and brine, dried over MgS0 4 , concentrated in vacuo 

to give a yellow solid (9 r 43 g) and used in the next step 
5 without further purification, 

fogP 3* Preparation Of 2-trif luor g m ? t:hy l-4^henvl-5- (4- 

chlorophenvl ) oxazole . 

Trifluoroacetonitrile (1.5 g, 15,8 mmol) was bubbled 
10 into DMF (100 mL) . This solution was cooled to 0 °C and 4'- 
chlorobenzoin (Example 37, step 1) {2,5 g, 10 mmol) was 
added. DBU (1.83 g, 12 mmol) was ^dded and the solution was 
warmed to room temperature for 4 hours. The reaction was 
heated to approximately 100 °C for an additional 4 hours. 
15 The solution was cooled to room temperature, poured into 400 
mL IN HC1 and extracted with 500 mL ethyl acetate. The 
organics were washed consecutively with IN HCl (400 mL) , 
NaHC0 3 (saturated) (400 mL) and brine (400 mL) , dried over' 
Na 2 S0 4 and concentrated. The residue was purified by silica 
20 gel chromatography eluting with 10% ether in hexane to give a 
white solid (2.2 g, 67%): mp 53-53 °C. Anal. Calc'd. for 
C 16 H 9 NOClF 3 : C, 59,37; H, 2.80; N, 4.33. Found; C, 59.35; 
H, 2.76; N, 4.25. 

25 Step 3 T Preparation of 4- T2-trif luoromethvl-5- (4- 

shlorophenvl ) -4-oxaz olvl 1 benzenesulf onamide . 

2-Trif luoromethyl-4-phenyl-5- (4-chlorophenyl) oxazole 
(Step 2) (0.9 g, 2.8 mmol) was added to chlorosulf onic acid, 
cooled to 0 °C (25 mL), and the reaction was warmed to room 
30 temperature for 5 hours. The solution was carefully poured 
into ice water and extracted with three 75 mL portions of 
di chl or ome thane. The combined organics were washed once with 
brine (75 mL) and stirred over ice cold NH 4 OH (125 mL) for 2 

hours. The dichlorome thane layer was separated, washed 
35 consecutively with IN HCl (2 x 75 mL) , NaHC0 3 (saturated) (75 
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JUL) and brine (75 mL) , dried over Na 2 S0 4 and concentrated. 
The crude material was crystallized from ethyl acetate/hexane 
to yield 4 - [ 5 - ( 4 -c}ilorophenyl ) -2-trif luoromethyl-4- 
oxazolyljbenzenesulfo^^ijaiae (0,84 g, 75%): mp 167-168 °C. 
5 Anal. Calc'd, for C^H^N^SC^ : C, 47.71; H r 2.50; N, 

6 ? 96. Found: C, 47 ? 62; H, 2.44; ??, 6.88. 

MXhUWl,® 60 




F 



4^ [5- ( S-Flup^p-i-methoxyphenyl-^-tyif lupromethyl ) -4- 
oxa^olyl ] benzene sulfonamide 

!5 Step 1, Prepa r ati on of 3-f luoro-p -anisaldehvde silvl 

3-Fluoro-p-anisaldehyde (14.68 g, 95.2 mmol) was 
dissolved in anhydrous methylene chloride (300 mL) and Znl2 
(0.4 g) was added. Trimethylsilyl cyanide (12,7 g # 95.2 
20 mmol) and methylene chloride (75 mL) were added dropwise over 
10 minutes. The reaction was stirred an additional 20 
minutes and separated. The organics were washed 
consecutively with water (350 mL) , NaHC0 3 (saturated) (300 

mL) and brine (300 mL) , The methylene chloride was dried 
25 over Na 2 S0 4 and concentrated to yield silyl cyanohydrin 

(24.52 g, 100%) which was used without further purification. 
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SteP 2« — Preparation of 3 ' -f luoro-4 ' -methoxv hpn^oin. 

3-Fluoro-p»anis4ldehyde silyl cyanohydrin (from step 1) 
(24-52 g, 96,8 jnmol) $n4 diethyl ether (75 mL) added dropwise 
5 to the solution of diethyl ether (250 mL) and phenyl 

magnesium bromide (3M in ether, 34 mL) were added at such a 
rate that the reaction temperature did not rise above 30 °C. 
Upon complete addition, the reaction (which now contained a 
gummy precipitate) w$s stirred $n additional 15 minutes at 

10 which time IN HCl (400 jnL) was added and the reaction stirred 
until all solids were dissolved. The react ion. was poured 
into a 1L separatory funnel $nd the layers separated. The 
organics were washed with NaHG0 3 (saturated) (400 mL) and 
brine (400 mL) , dried over N^2? 0 4 concentrated to yield a 

15 mixture of benzoin and silyl benzoin ♦ The crude product was 
dissolved in 90% TFA (75 mk) e*nd stirred for 15 minutes. The 
TFA solution was poured into saturated NaHC0 3 (aq.). The 

benzoin was extracted with ethyi acetate. (350 mL) and washed, 
with NaHC0 3 (saturated) (300 mL) and brine (300 mL) , 

20 Crystallization of crude benzoin from ether and hexane 

yielded a first crop of crystals which were >99% pure (14,9 
g) : mp 84-85 °C, An^l ♦ Calc'd. for C 15 H 13 0 3 F: C, 69,22; 

H, 5.03. Found: C, 69.13; H, 5,07. 

25 Step j T Preparation of 2-trif luoromethvl-4-nhenvl-5- n- 

f luoro- 4-metrhoxvphenvl) oxazole. 

Trifluoroacetonitrile 0.92 g (9.7 mmol) was added to a 
solution of DKF (100 ml). This solution was cooled to 0 °C 
and 3'-fluoro-4'-methoxy benzoin from Step 2 (2,08 g, 8 mmol) 

30 was added. DBU (1.45 g, 9.7 mmol) was added and the solution 
was warmed to room temperature for 4 hours. The reaction was 
heated to approximately 100 °C for an additional 4 hours. 
The solution was cooled to room temperature, poured into 400 
mL In HCl and extracted with 500 mL ethyl acetate. The 

35 organics were washed consecutively with IN HCl (400 mL) , 
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NaHC0 3 (saturated) (400 jpL) $x\& brine (400 mL) dried over 
Na 2 S0 4 and concentrated. T^e crystalline solid residue was 
recrystallized from ether and hexane to yield analytically 
pure oxazole (2.32 g, 86%); 75-76 °C. Anal. Calc'd. for 

5 c 17%lN02F 4 : C, 60 r 54; if, 3.29; N, 4-15. Found: C, 60.62; 

H, 3.30; N, 4 ? 18. 



Step 4. Preparation of 4- [S- (f-f luoro-4-methoxvphenvl) -2- 
tria W romethyl-4 : ^ 

10 2-Trifluoromethyi-^ 

phenyl) oxazole from Step 3 (337 mg, 1 mmol) was added to 
chlorosulfo^ic c*ci4 cooled to 0 °C (10 mL) ^nd the reaction 
was warmed to rqojn temperature for 3 hours. The solution was 
carefully poured into ice water and extracted with three 75 

15 mL portions of dicftloromethane . The combined organics were 
washed ojace with brine (75 jnj,) $n4 stirred over ice cold 
NH4OH (125 mL) for ? hours. The dichloromethane layer was 

separated and washed consecutively with IN HC1 (2 x 75 mL), 
NaHC0 3 - (saturated) (75 mL) and brine (75 mL) , dried "over ' 
20 Na 2 S0 4 and concentrated, Tfce crude material was 

chromatographed over SiO^ eluting with a gradient from 10% - 
35% ethyl acetate in hexane to yield 4- [5- (3-f luoro-4- 
me thoxypheny 1 ) - 2 - tr i f luoromethy 1 - 4 - 

oxazolyljbenzenesulfonamide (20 mg, 5%) : mp 150-151 °C. 1 H 
25 NMR (acetone-d6) , 300 MHz 8 3.99 (s, 3H) , 6.69 (s, 2H) , 7.32 
(t, 1H), 7.51 (m, 28), 7.85 (d, J=8.3 Hz, 2H) , 7.97 (d, J=8.3 
Hz, 2H) . 
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EXAMPLE 61 




4-Metby3.-3-f5-pbe^yl-3-tj:if lvoyomethyl-4- 

EXAMPLE 62 




4- [4- (3-Aminosulf onyl-4 -methylphenyl ) -2- 
trif luoromethyl-5-oxazolyl]benzenesulfonamide 

Step 1- — Preparation of 2-h ydroxv-;>-ohenvl-l- ( 
methvlphenvl ) ethanon* , 

The trimethylsilyl cyanohydrin of benzaldehyde Example 
34, Step 1 (5.0 g, 24,4 mmol) was dissolved in diethyl ether 
(50 mL) and added dropwise to a solution of 4- 
methylphenylmagnesium bromide (29.3 mmol) in diethyl ether 
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(130 mL) while maintaining the temperature between 23-35 °C 
with an ice water fc>ath« The reaction was stirred for 0.5 
hours at room temperature, At this time IN HC1 (100 mL) and 
ether (150 mL) were $44e<} anc} the layers separated. The 
5 organic layer was was^e4 with saturated NaHC0 3 and brine, 

dried over Na^SO^, $i*4 concentrated in vacuo to give a yellow 
oil* The yellow oil yas dissolved in 9:1 trif luoroacetic 
acid/water (30 mL) 3114 sti^ed for 0.5 hours at room 
temperature. The ^reaction was neutralized with solid sodium 
10 bicarbonate, extracted with ethyl acetate, washed with 

saturated NaHC0 3 and brine, 4ried over Na^SC^, concentrated 

in vacuo and recyystallized from diethyl ether/hexane to give 
the benzoin (2.54 g, 46%) : 1 H NMR (CDCl 3 ) 300 HHz, 8 2,35 (s, 

3H), 4.45 (broad s, 1H) , 5 ? 92 (s, 1H) , 7,19 (m, 2fJ) , 7,32 (m, 
15 3H) , 7.82 (m, 2H) . 

gt?p 2 T preparation of 2-trif luoromethvl-4- M-methyl 
phenyl) -5-Dhenvloxa^ol^ V 

Trifluoroacetonitrile (0,84 g, 8.84 mmol) was added to 
20 DMF (100 ml) r This solution was cooled to 0 °C and 4- 

methylbenzoin f^rom Step 1 (1.36 g, 6 mmol) was added. DBU 
(1.35 g, 8.84 mmol) was added and the solution was warmed to 
room temperature for 4 hours. The reaction was then heated 
to approximately 100 °C for an additional 4 hours. The 
25 solution was cooled to room temperature, poured into 400 mL 
IN HCl and extracted with 500 mL ethyl acetate. The organics 
were washed consecutively with IN HCl (400 mL) , NaHC0 3 
(saturated) (400 mL) and brine (400 mL) , dried over Na 2 S0 4 
and concentrated. The residue was purified by silica gel 
30 chromatography eluting with 1% ether in hexane to give a 

white solid (0.72 g, 40%): mp 49-50 °C. Anal. Calc'd. for 
C 17 H 12 NOF 3 : C, 67,33; H, 3.99; N, 4.62. Found: C, 67.27; 

H, 3.99; N, 4.58-. 
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StCT> 3t Preparation of 2-fcrif lnorom ethvl-4- (4 -methyl 

phenyl ) - g-ghBByJrPg^P Aft » 

2 -Tr i f luorome thy 1 - 4 - (4-Ttiethylphenyl) -5-phenyloxazole 
from Step 2 (0,4 g) was added to chlorosulfonic acid (10 mL) 
5 cooled to 0 °C $nd the reaction was warmed to room 

temperature for 2 hours. The solution was carefully poured 
into ice water and extracted with three 75 mL portions of 
dichloromethane. The combined organi.cs were washed once with 
brine (75 mL) and stirred over ice cold NH 4 0H (125 mL) for 2 

10 hours. The dichloromethane layer was separated and washed 

consecutively with IN HC1 (2 * 75 nfc) , NaHC0 3 (saturated) (75 
mL) and brine (75 mL) , dried over Na 2 S0^ and concentrated. 
The crude material was chr omatographed , e luting with. a 
gradient from 10-60% ethyl acetate in hexane to yield 4- 

15 methyl-3- [5-phenyl-2-trif luoromethyl-4- 

oxazolyl]benzenesulfonamide (141 mg, 28%) : mp 150-151 °C; 
Anal. Calc'd. for C^H^N^S^ : C, 53.40; H, 3.43; N, 

7.27. Found: C, 53.33; H, 3.48; fl, 7\27; and 4-[4-(3- 
aminosulf onyl-4-methylphenyl ) -2-trif luorome thyl-5- 
20 oxazolyl]benzenesulfonamide (150 mg, 25%): mp 241-242 °C; 
Anal. 'Calc'd. for C 17 H 14 N 3 05S 2 F3 : C, 44.25; H, 3.06; N, 

9.11; Found: C, 44.34; H, 3,07; N, 9.05.] 
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EXAMPLE 63 




5 4^MetJiyi^3r [4^pbe^yiT?-t?if lup?onietbyl-5r 

Step 1, Preparation of 2-hydrpxy 7 2- U-methvl phenyl) -1- 
pheqylethanon^r 

10 A solution of p-tolulylaldehyde (33.55 g, 279 mmol) and 

trimethylsilylcyanicje (38 mL, 285 mmol) in dichlorome thane 
(160 mL) was treated with zinc iodide (0.34 g) , The solution 
was stirred for 0.33 hours at qroom temperature, washed with 
water and saturated NaHCC>3 , dried over MgS0 4 and 

15 concentrated in vacuo to give the trimethylsilyl cyanohydrin 
as a yellow oil (59.76 g) . The trimethylsilyl cyanohydrin 
was dissolved in diethyl ether (200 mL) and added dropwise to 
a solution of phenylmagnesium bromide (285 mmol) in diethyl 
ether (1095 mL) while maintaining the temperature between 25- 

20 30 °C with an ice water bath. The reaction was stirred for 
0.5 hours at room temperature then quenched by adding 3N HCl 
(220 mL) . The organic layer was collected, washed with 
saturated NaHC0 3 and brine, dried over MgS0 4 , and 

concentrated in vacuo to give an orange oil (48.22 g) . The 
25 orange oil was dissolved in 9:1 trif luoroacetic acid/water 

(100 mL) and stirred for 0.67 hours at room temperature. The 
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reaction was extracted with ethyl acetate, washed with 10% 
Na 2 C0 3 and brine, dried over }^gSO^ r and concentrated in vacuo 

to give a brown solid which w$s recrystallized from diethyl 
ether /hexane, to give the benzoin (32,90 g, 52%): mp 118-123 
5 °C. ^ NWR (GDC; 3 ) 300 *$Hz §7,90 (<J, J*7.1 Hz, 2H) 7.57 (m, 

1H) 7.39 <m, 2H) 7.21 (4, £=8. J Hz, 2H) 7.14 (d, J=7.9 Hz,. 
2H) 5.93 (s, 1H) 4,50 (br s, 1#) 2 ? 29 (s, 3H) . 

gtep 2, Preparation of 2-trif luoromethvl-4-r>henvl-5- f4- 

10 methvlohenvl ) oxazole. 

Trif luoroacetonitrile (1.57 g (16.5 mmol) was added to 
DMF (100 mL) . T^is solution was cooled to 0 °C and 4'- 
methylbenzoin from Step 1 (3,05 g, 13.5 mmol) was added. DBU 
(2.51 g, 16,5 mmol) was added $nd tt*e solution was warmed to 

15 room temperature for 4 hours. The reaction was heated to 

approximately 100 °C for an ^dditiojial 4 hours. The solution 
was cooled to room temperature and poured into 400 mL IN HCl 
and extracted/ with ,500' mL ethyl ^cet^te. The organic s were 
washed consecutively with IN HCl (400 mL) , NaHC0 3 (saturated) 

20 (400 mL) and brine (400 jnL) , dried over Na 2 S0 4 and 

concentrated. The residue was purified by silica gel 
chromatography eluting with 5% ether in hexane to give a 
white solid (1.28 g, 31%): mp 54-55 °C. Anal. Calc'd. for 
c 17 H 12 NOF 3 : c ' 67.33; H, 3.99; N, 4.62. Found: C, 67.22; 

25 H, 3.94; N, 4.55. 

gtSP 3r Preparation of 5- (3-aminosulfnnvl-4-methvlohenvl) -4- 

phenvl-2-trifluoromethvloxazole. 

2-Trifluoromethyl-4-phenyl-5- (4-methylphenyl) oxazole 
30 from Step 2 (0.34 g) was added to chlorosulf onic acid cooled 
to 0 °C (12 mL) and the reaction was warmed to room 
temperature for 1.25 hours. The solution was carefully 
poured into ice water and extracted with three 75 mL portions 
of dichloromethane. The combined organics were washed once 
35 with brine (75 mL) and stirred over ice cold NH 4 OH (125 mL) 
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for 2 hours. The di ch 1 or ome thane layer was separated, washed 
consecutively with IN HCl (2 ac 75 ML) , NaHC0 3 (saturated) (75 
mL) and brine (75 ttftj) ? 4rie4 oyer Na 2 S0 4 and concentrated. 
The crude material w#s crystallized from ethyl acetate and 
5 hexane to yielcj 2-trif luorpmet]iy;^4-phenyl-5- (3- 

aminosulfonyl-4-methylphenyl)px^zole (184 mg, 54 %) : mp 156- 
157 e C. Anal. Galc'4 ? for G^H^tf^SF^z C, 53,40; H, 

3.43; N, 7.33. Fpur}4; C, 53 r ?3; fi, 3.44? N, 7.31. 




4- [4-Pbesyir-2-trif ^qro*etbyl-5- 
15 oxasolyl ] bei*se*ie sulfonamide 

Step 1, — Preparation of 2-trif luorom ethvl-4 . 5-diphenvl 
oxazole. 

Trifluoroacetonitrile (1.58 g, 16.5 mmol) was added to 
20 DMF (100 ml) . This solution was cooled to 0 °C and benzoin 
(2.87 g, 13.5 mmol) was added. DBU (2.51 g, 16.5 mmol) was 
added and the solution was warmed to room temperature for 4 
hours. The reaction was heated to approximately 100 °C for 
an additional 4 hours. The solution was cooled to room 
25 temperature and poured into 400 mL IN HCl and extracted with 
500 mL ethyl acetate. The organics were washed consecutively 
with IN HCl (400 mL) , NaHC0 3 (saturated) (400 mL) and brine 
(400 mL) , dried over Na 2 S0 4 and concentrated. The residue 
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was purified by silica gel chromatography eluting with 5% 
ether in hexane to give a white solid (1.75 g, 45%): mp 70-71 
°C. Anal. Calc'd. for C 16 H 10 NOF 3 : C, 66.44; H, 3-48; N, 

4,84. Found: C, 67,3-3; H, 3.52; N, 4.92. 

5 

S *?F — Preparation ot 4-r4-phRnvi-^trifiiiQr 0 mPthvi 

Qxazolvllbenzenesulfoggjijjl^ft^ 

2 -Tr if luor omethy 1 - 4,5- dipheny loxazo le from Step 1 
(0.77g, 2.8 mmol) was added to chlorosulf onic acid (25 mL) 
10 (cooled to 0 °c) and the reaction was stirred from 0 °C to 
room temperature for 5 ftours. The solution was carefully 
poured into ice water and extracted with three 75 mL portions 
of dichloromethajie. The combined prganics were washed once 
with brine (75 mL) and stirred over ice cold NH4OH (125 mL) 

15 for 2 hours. Ttxe dichlorome thane layer was separated and 
washed consecutively with IN HCl (2 x 75 mL) , NaHC0 3 
(saturated) (75 mL) and brine (75 ift) , dried over Na 2 S0 4 and 
concentrated. The crude material was crystallized from ethyl 
acetate and hexane to yield 4- [4-pheny!-2-trif luoromethyl-5- 

20 oxazolyljbenzenesulfonamide (0.56 g, 57%): mp 137-138 °C. 
Anal. Calc'd. for C 16 H U N 2 0 3 SF3 : C ' 52.18; H, 3.01; N, 
7.61, Found: C, 52.15; H, 2.98; N, 7.52. 
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EXAWPliE 65 




5 4-r [4^l?4.wet:by3.#flii»pphewyir^^t:T-iflT*pro?iiethyl-5- 

Step 1. Preparation of 2-trif liinromethvl-4- (A- 
aimethvlaminophenyl) ^ 
10 The oxazole was prepared as described in Example 32 with 

the substitution of 4 - dime thy 1 andnobenz o in (3.06 g, 12 mmol) 
to give a yellow solid (l t 84 g, 46%): mp 120-121 Q C. Anal. 
Calc'd. for Ci 8 H 15 N 2 OF 3 : C, 65.06; H, 4,55; N, 8.43. Found: 

C, 65.96; H, 4.52; N, 8.42. 

15 

St e P 2 - Preparation of 4- U-Dimethvl aminonhenvl-a- 

tri f luorome thv 1-5 -ox az o lyl 1 ben z ene sul f onamide 

Example 33 was prepared from the oxazole of Step 1 as 
20 described in Example 32, Step 2 {0.38 g, 62%): mp 159-160 °C. 
Anal. Calc'd. for C 18 H 16 N 3 0 3 SF3 : c ' 5 2.55; H, 3.92; N, 

10.21. Found: C, 52.29; H, 3.98; N, 10.05. 
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EXAMPLE 66 




5 4- (4-Amiiiosulf onylpfcex^yl ) -5 - ( 3-f luoro-4- 

methoxypfcenyl) -2-oxasolec*cetic acid 

Ethyl [4- (4-aminosulfonylphenyl)-5- (3-fluoro-4- 
methoxyphenyl) ] -2-oxazoleacetate (8,7 mg 0,021 mmol) (Example 
10 34, step 4) was dissolved in ethanol (1 mL) , and a NaOH 

solution (2.5 N, 18 ml) was added. The reaction was stirred 
for 0.25 hours at room temperature at which time HCl (aq. , 
concentrated) was added to acidify the reaction. The aqueous 
solution was extracted with ethyl acetate (dried over MgS0 4 ) 

15 and concentrated to yield [4- (4-amincsulf onylphenyl) -5- (3- 
fluoro-4-methoxyphenyl) ] -2-oxazoleacetic acid (6.0 mg, 70%): 
X H NMR (CD 3 OD) 300 MHz 5 3.91 (s, 3H) , 3.97 (s, 2H) , 7.19 (t, 

1H), 7.31 (m, 2H), 7,76 (d, J=8.7 Hz, 2H) , 7.91 (d, J=8.7 Hz, 
2H) . 19 F NMR (CD3OD) 282 MHz d -132.8 (multiplet) . 
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EXAMPLE 67 




wetfepxypb^nyl ) ^3 -qxasojyl ) o^fcrowoaoetic *cid 

[4- (4-Aminosulfonylphenyl) -5- (4-chlorophenyl) -2- 
oxazolyl J acetic ac^d (Example 66) (65 mg, 0,165 mmol) was 

10 dissolved in chloroform (5 mL) and acetic acid (3 mL) . 

Bromine in acetic acid solution (1,1 M, 0,2 mL) was added and 
the reaction was stirred for 16 hours. Sodium sulfite was 
added until the orange color dissipated. IN HCl (10 mL) was 
added and the reaction concentrated to dryness. The residue 

15 was suspended in acetone (2 mL) , filtered through Celite® and 
concentrated to yield 4- [4-aminosulf onylphenyl) -5- (3-f luoro- 
4-methoxyphenyl) -2-oxazolyl]a-bromoacetic acid (73 mg, 94%): 
^ NMR (acetone-d6) , 300 MHz 8 4,57 (s, 1H) , 6.81 (s, 2H) , 
7.51 (d, J=8.5 Hz, 2H), 7.64 (d, J=8.5 Hz, 2H) , 7.79 (d, 

20 J=8.3 Hz, 2H), 7.94 (d, J=8.3 Hz, 2H) . 
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EXAMPLE 68 




5 4- ( 4 -tfetkylpfcejiyl ) -5^ ( 4 -wetfcylsulf onylphenyl ) -2- 

i^^qromet^ylpxa^ole 

Ster> 1 v P it ep a ra t i o n Q f ^ 2 .Tljjy jSffiy ~ -^Z* f ^ ~ ^ ^rfoy ^ ^ft ^ PPft ^ > " 1 " 

10 A solution of p^tftioapisaldehyde (15-22 g, 100 mmol) and 

zinc iodide (1 g) in dichlorqmetjiane (100 mL) was treated 
with a solution of trimethylsilylcyanide (13.3 mL, 100 mmol) 
in d i chl or ome thane (50 mL) . The solution was stirred for 0.5 
hours at room temperature, washed with water and saturated 

15 NaHC0 3/ dried over MgSO^ and concentrated in vacuo to give 

the trimethylsilyl cyanohydrin as an orange oil (24.9 g) . 
The trimethylsilyl cyanohydrin (5.0 g, 20 mmol) was dissolved 
in diethyl ether (50 mL) and added dropwise to a solution of 
p-tolylmagnesium bromide (24 mmol) in diethyl ether (175 mL) 

20 while maintaining the temperature at less than 30 °C with an 
ice water bath. The reaction was stirred for 0.25 hours at 
room temperature and then quenched by adding IN HCl (250 mL) . 
The organic layer was collected, washed with saturated NaHC0 3 
and brine, dried over MgSO^, and concentrated in vacuo to 

25 give a yellow solid. The yellow solid was dissolved in 9:1 

trif luoroacetic acid/water (30 mL) and stirred for 0.25 hours 

at room temperature. The reaction was neutralized with 
saturated NaHC0 3 solution, extracted with ethyl acetate, 
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washed with saturated NaHC0 3 solution and brine, dried over 
MgS0 4 , and concentrated in vacuo to give a yellow oil. The 
oil was purified by siO^ chromatography eluting with a 
gradient from 20-30% ethyl acetate in hexane to yield 2- 
5 hydroxy-2- (4-methylthiopheny;) -1- (4-methylphenyl) ethanone 

(2.8 g, 51%): l# (CDCI3) 300 tftfz 5 2.36 (s, 3H) , 2.43 (s, 

3H), 4.54 (d, J=6.Q flz f 1H), 5,89 (4, J-6.0 Hz, 1H) , 7.20 
(m, 6H) 7,80 (4, J=8.3 Hz, 2JJ) . 

10 £ te P 2, Preparation of 4 - ( 4 -methyl phenyl 1 - s - f 4 - 
methYlth j pphPTivl ) 2-tri f 1 noromethy 1 -ny a 7 .m a , 

The oxazole was prepare4 as in Example 64, Step 1, with 
the substitution of ?-hy4roxy-2r (4-methyltftiophenyl) -1- (4- 
methylphenyl)ethanpne to give a white soli4 (0.6 g, 46%): mp 

15 129-130 °C. Anal ? Ca}c'4. for C 18 H 14 yoSF 3 : C, 61.88; H, 

4.04; N, 4,01, Fpun4; C, 61.81; H, 4.09; N, 3.92. 
gtSP 3 , ?-tXif llinrnmethvl-4- (4 -methyl ph enyl )-S-M- 

methvlsnl f onvlohenyl ) ox^ni * . 

20 4- (4-Methylphenyl) -5- (4-methyJthiophenyl) -2- 

trifluoromethyloxazole from Step 2 (350 mg, 1.0 mmol) was 
dissolved in THF (20 mL) , ethanol (20 mL) and water (20 mL) . 
Oxone® (1.2 g, 2 mmol) was added and the reaction stirred for 
3 hours. The reaction mixture was filtered and concentrated 

25 to dryness. The residue was 4issolve4 in ethyl acetate (200 
mL) , washed with water, NaHC0 3 and brine, dried and 

concentrated to yield a white crystalline product (350 mg) 
which was recrystallized from ethanol and water to yield 4- 
( 4-methylphenyl) -5- (4-methylsulf onylphenyl) -2- 
30 trifluoromethyl-oxazole (300 mg, 79%): mp 141-142 °C. Anal. 
Calc'd. for C 18 H 14 N03SF 3 : C, 56.69; H, 3.70; N, 3.67. 

Found: C, 56.47; H, 3.79; N, 3.57. 

EXAMPLE 69 



35 
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H 2 NO ? S 




r>-cH3 



F 



4- [ 5 - ( 3 -Fl^oro ^4 -roethoxyphenyl ) -?-iaethyl-4- 
o*azQly:j. Jfcenzenesulfonajnide 

b 

Step J,, PrPPflr^tAon Of (3-f luoro-4-met-.hn w phenvl 12-ptPfhvl - 
4-Pher.vlnxa7.n1P. 

3 - F luoro - 4 -met hoxybenz o in (Example 34, Step 1) (2.6 g, 
10 nunol) and acetic anhydride (1.63 g, 16 mmol) were added to 

10 THF (150 mL) and cooled to 0 °c. DBU (1.83 g, 12 nunol) was 
added and the solution was warmed to room temperature for 16 
hours. The reaction was poured into 300 mL IN HC1 and 
extracted with 500 mL ethyl acetate. The organics were 
washed consecutively with, NaHC0 3 (saturated) (400 mL) and 

15 brine (400 mL) dried over Na 2 S0 4 and concentrated. Ammonium 
acetate (6 g) and acetic acid (100 mL) were added to the 
acetylated benzoin and the solution was heated to reflux for 
2.5 hours. The reaction was concentrated to dryness and the 
residue dissolved in ethyl acetate (250 mL), washed with IN 

20 HC1, NaHC0 3 and brine, dried and concentrated to yield a 

crystalline solid (2.37 g, 65%) which was used without 
further purification. 

g t ep 2. Preparation of 5- (3-f ]iinm-4-met.hnwT 3henvl-2-mpMiv1 - 

25 4-oxazo 1 vl 1 ben7Pnesulf onami H p 

The oxazole of Step 1 was converted to the sulfonamide 
by the method of Example 64, step 2 to yield 4- [5- (3-f luoro- 
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4-methoxyphenyl-2-methyl-4-oxazolyl]ben2enesulfonairiide (173 
mg, 55%): X H NMR (acetone d 6 ) , 300 MHz 5 2.52 (s, 3H) , 3.96 

(s, 3H), 6.61 <s, 2H), 7 ? 24 (m, IE) , 7.37 (m, 2H) , 7.81 (d, 
J=8.5 Hz, 2H), 7-90 (d, J=8.5 Hz, 2H) . 



10 5- (3^Fluoro-4-#etfcosypkeriyl) -4-(4- 

metbylsulf qjaylpkejayl ) -2-t?if luqromethyloxazole 

g^ep J.. proration Of 4-methvlthio-3 ' -f lnoro-4 ' -methoxy 
fr3n?pin T 

15 Magnesium (1.34 g, 55 mmol) was suspended in THF (300 

mL) and a solution of 4-bromothioanisole (10.16 g, 50 mmol) 
in THF (50 mL) was added dropwise over 0.5 hour maintaining 
the temperature at less than 30 °c. The reaction was stirred 
an additional 0.5 hour once the addition was complete. 3- 

20 Fluoro-p-anisaldehyde silyl cyanohydrin (Example 34, Step 1) 
(12.7 g, 50 mmol) and diethyl ether (50 mL) were added 
dropwise to che solution of Grignard at such a rate that the 
reaction temperature did not rise above 30 °C. Upon complete 
addition, the reaction was stirred an additional 15 minutes 

25 at which time IN HCl (400 mL) was added and the reaction 

stirred until all solids were dissolved. The organics were 
washed with NaHC0 3 (saturated) (400 mL) and brine (400 mL) , 



EXAMPLE 7 0 



H3eo 2 s> 
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dried over Na 2 S0 4 and concentrated to yield a mixture of 

benzoin and silyl benzoin. The crude product was dissolved 
in TFA/H 2 0 (9:1) (75 mL) and stirred for 15 minutes. The TFA 
solution was poured ipto saturated NaHC0 3 (aq.) . The benzoin 

5 was extracted wit** ethyl acetate (3 50 mL) and washed with 
NaHC0 3 (saturated) (300 mL) ai}4 brine (300 mL) . The crude 

benzoin was crystallized from ethyl acetate and hexane to 
yield crystals of 4-methylthio-3 ' -f luoro-4' -methoxybenzoin 
(4.9 g, 32%); 1h NMR (CDC1 3 ) 300 MHz 8 2.45 (s, 3H) , 3.81 (s, 

10 3H), 5.8 (s, 1H) , 6.86 (m, 1H) , 7 ? 01 (m, 2H) , 7.17 (d, J=8.7 
Hz, 2H), 7.79 (d, J=8.7 Hz, 2H) ; 1 9 F NMR (CDCI3) 282 miz 5 
-134.0 (multiplet). 



Step 2, Preparation of 2-trif luoromethvl-4- f 4- 
!5 methvlthiophenvl) -5- (3-fluQ rO"4-methoxvohenyl)oxazole. 

5- (3-Fluoro-4-methoxyphenyl) -4- (4-methylthiophenyl) -2- 
trif luoromethyloxazole was prepared from the benzoin of Step 
1 by the method of Example 64, Step 1. The residue was 
crystallized from ethanol and water to give a white solid 
20 (0.26 g, 50%): ^H NMR (CDCI3) 300 MHz 8 2.52 (s, 3H) , 3.94 

(s, 3H), 6.98 (t, J=8.7 Hz, 1H) , 7.26 (d, J=8.5 Hz, 2H) , 7.36 
(m, 2H), 7.55 (d, J=8.5 Hz, 2H) ; NMR (CDCI3) 282 MHz 8 

-66.6 (s) , -134.2 (s) . 



2 5 Step 3, Preparation of 5- (3-fluoro-4-methoxvnhP.nvl^4- f 4- 

methvJ.PVl fonyl phenyl) 2-trif luorome thyloxazole. 

2-Trifluoromethyl-4- (4-methylthiophenyl) -5- (3-f luoro-4- 
methoxyphenyDoxazole from Step 2 (38 mg, 0.1 mmol) was 
converted by the method of Example 68, Step 3 to yield a 

30 white crystalline product which was recrystallized from 

ethanol and water to yield 5- (3-f luoro-4-methoxyphenyl) -4- ( 4- 

methylsulfonylphenyl) -2-trif luoromethyloxazole (39 mg, 94%): 
% NMR (CDCI3) 3 00 MHz 8 3.1 (s, 3H) , 3.96 (s, 3H) , 6.98 (t, 

J=8.5 Hz, 1H), 7.36 (m, 2H) , 7.88 (d, J=8.5 Hz, 2H) , 7.98 
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(d, J=8.5 Hz, 2H); 1 9 F NMR (GDCI3) 282 MHz 8 -66.6 (s) , -133.5 
(s) . FAB Mass spec. t* + fi 416. 

^XAMFIpB 71 




4-15- (3-Prppo-4-metfcp*y^5-f luoropfcenyl) -2- 

trif lupromethyl-4-oxa?piyl]be^zenesulf onamide 

10 ■ - ■ 

Step l-r — Preparation of 3-bromo-5-f hmrn-4- 

A solution of 3-fluoro-p-anisaldehyde (10.40 g, 67.5 
15 mmol) in 1,2-dichloroethane (80 mL) was treated with bromine 
(3.9 mL, 75.6 mmol) then cooled in ice while adding aluminum 
chloride (11.87 g, 89.0 mmol). The reaction was stirred for 
1.75 hours at room temperature and 1.3 hours at 60 °C1 The 
excess bromine was quenched by adding 10% sodium bisulfite 
20 solution. The reaction mixture was extracted with ethyl 
acetate, washed with 3N HCl, brine, dried over MgS0 4 , and 

concentrated in vacuo to give a white solid (14.84 g, 100%): 
mp 136-138 °C. ^ NMR (acetone-d 6 ) 300 MHz 5 10.30 (br s, IH) 

9.86 (d, J=2.0 Hz, IH) 7.95 (t, J=1.6 Hz, IH) 7.70 (dd, 
25 J=10.3 Hz 1.8 Hz, IH) ; 19 F NMR (acetone-d 6 ) 282 MHz -133.27 
(m) . Mass spectrum: M+H=219/221. 
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Steo 2. Preparation of 3-br omo-5-f luoro-4- 
methoxvbenzaldehy^e. 

A solution of 3-bromo-5-£luoro-4-hydroxybenzaldehyde 
5 from Step 1 {6,01 g, 21 , 3 jnmol) was treated with methyl 

iodide (8,83 g, 62.6 mmol) and potassium carbonate (5.79 g, 
41,9 mmol). The reaction was stirred for 15,1 hours at 50 
°C / filtered and concentrated in vacuo. The residue was 
dissolved in ethyl acetate, washed with water, 10% sodium 
10 hydroxide, and brine. The organic layer was dried over MgS0 4 

and concentrate^ in vacuo to give a brown oil which was 
crystallized from diethyl ether/hexane to give a white solid 
(2.63 g, 41%): mp 47-49 °C. l n NMR (CDCX 3 ) 300 MHz 8 9,82 (d, 

J=2.0 Hz, 1H) 7.85 (t, J=l,6 Hz, 1H) 7.58 (dd, J=ll.l Hz 2.0 
15 - Hz, 1H) 4.09 (d, J=3.0 Hz, 3H) ; NMR (CDC1. 3 ) 282 MHz 

-125.92 (m) . Mass spectrum: M+H=233/235. 

Pt e P 3 t — Preparation of 3 f -bromo-4'-methoxv-5^-fluorobenzoin. 
A solution of 3-bromo-5-f luoro-4-hydroxybenzaldehyde 

20 from Step 2 (2.63 g, 11.2 mmol) and zinc iodide (0.44 g) in 
methylene chloride (10 mL) was treated with trimethylsilyl 
cyanide (1.7 mL, 12.7 mmol). The solution was stirred for 
0.6 hours at room temperature, washed with saturated NaHCC>3 
and brine, dried over MgSO^ and concentrated in vacuo to 

25 give the trimethylsilyl cyanohydrin as a yellow oil (3.04 g) . 
The trimethylsilyl cyanohydrin was dissolved in diethyl ether 
(15 mL) and added dropwise to a solution of phenylmagnesium 
bromide (13.8 mmol) in diethyl ether (90 mL) while 
maintaining the temperature below 25 % C with an ice water 

30 bath. The reaction was stirred for 1.2 hours at room 

temperature then quenched by adding 3N HCl. The organic 
layer was collected, washed with saturated NaHC0 3 and brine, 
dried over MgS0 4 , and concentrated in vacuo to give a yellow 
oil (3.99 g) . The yellow oil was dissolved in 9:1 

35 trifluoroacetic acid/water (20 mL) and stirred for 0.33 hours 
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at room temperature. The reaction was neutralized with solid 
potassium carbonate, extracted with ethyl acetate, washed 
with 10% Na 2 C0 3 and trine, dried over MgS0 4 , and concentrated 

in vacuo to give the benzoin (3.15 g) as a yellow oil which 
5 was used in the next step without further purification. 

gfrSP 4, Preparation of 5- (3 ■broTno-4-methQ^-S .fluorophenyl- 
4-Phenyl)-^"trifluoromfithyl-oxazole : 
5- {3-Brop^4-jnetta^ 
10 trif luoromethyloxazo^e w$s prepared by the method described 
in Example 64, Step }, substituting 3 ' -bromo-4 ' -methoxy-5 • - 
fluorofc>en?oin frorn Step 3. The crystalline solid residue was 
recrystallized from ether $n& hex^ne to yield analytically 
pure oxazole (1.9 g, 49%): ^ NMR (CDC1 3 ) 300 MHz 6 4.03 (s, 

15 3H), 7.32 (m, 1H) , 7.44 (m, 3H) , 7.63 (m, 3H) ; 19? NMR 
(CDCI3) 282 MHz d -66,6 (s), -126.4 (s) . 

?t;ep 5,-- preparation of 4- f f ^bj^^-m e thQw-g-^ 

20 The oxazole of £tep 4 was reacted as described in 

Example 64, Step 2 ? The crude material was chromatographed 
over SiOj eluting with a gradient frorrr 10% - 50% ethyl 

acetate in hexane to yield 4- [5- (3 -bjromo- 4 -methoxy-5 - 
fluorophenyl) -2-trifluo^omethyl-4-oxa2olyl]benzenesulf onamide 
25 (0.25 g, 15%): X H NWR (CDCI3) 300MHz 6 4.05 (s, 3H) , 5.18 

<s, 2H), 7.28 {m, 1H) , 7.61 (m, 1H) , 7.80 (d, J=8.5 Hz, 2H) , 
7.98 (d, J=8.5 Hz, 2H); 19 F NMR (CDCI3) 282 MHz 8 -66.6 (s) , 
-125.7 (s). 

30 EXAMPLE 72 
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10 



15 



20 




CONH 2 



5- osyipfceayl) r4-phei*yloxazole-2- 

Stgp If Preparation of 4,5-diph e nvlnv a zole-2-a^ti C arid 

jnethvl PRtPr, 

Benzoin (2.12 g, 10 mmol) was dissolved in THF (100 mL) 
and the solution cooled to 0 ? C. Methyl oxalylchloride (1,47 
g, 12 irunol) and triethylamine (1.67 mL, 12 mmol) were added 
and the rearcior* was warmed to room temperature for 2 hours. 
Ether (150 mL) was added and the reaction mixture was 
filtered and concentrated. Ammonium acetate (1.5 g) and 
acetic acid (150 mL) were added to the acylated benzoin and 
the solution was heated to reflux for 2.5 hours. The reaction 
was concentrated to dryness, the residue was dissolved in 
ethyl acetate (250 mL) , washed with water, NaHC0 3 and brine, 

dried and concentrated to yield a crystalline solid which was 
chtomatographed over Si0 2 eluting with a gradient from 5% - 

10% ethyl acetate in hexane to yield the methyl ester (0.79 
g, 28%); !h NMR (CDCI3) 300 MHz 8 4.02 (s, 3H) , 7.36 (m, 
6H) , 7.67 (m, 4H) . 

st; eP 2 r — Preparation of 5- (4-aminosui fonv iphenvi) -4-phenvi- 
25 oxazole-2-cari»xamidf. r 

4 ,5-Diphenyloxazole-2 -acetic acid methyl ester from Step 
1 (790 mg, 2.8 mmol) was added to chlorosulf onic acid cooled 
to 0 °C (25 mL) and the reaction was warmed to room 
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temperature for 2 hours. The solution was carefully poured 
into ice water and extracted with three 75 mL portions of 
dichlorome thane, The cojnbined prganics were washed once with 
brine (75 mL) and stirre4 over ice cold NH 4 OH (125 mL) for 

5 2.5 hours. The dichlo^rorrieth^ne layer was separated and 
washed consecutively vitft IN HC; (2 x 75 mL) , N3HCO3 
(saturated) (75 i*iL) ar*c} brine (75 ?nL) , dried over ^£04 and 
concentrated. The crude rnsteria} was crystallized from a 
minimum amount of boiling ethyl acetate to yield 5- (4- 
10 aminosulfonylphenyl) -4"phenyl-ox4zole^2-carbox^mide (0.45 
g,46%): ^ NMR (acetone-46) 300 MH? 5 6.73 (broad s, 2H) , 
7,22 (broacj s, 2H) , 7.48 (m, 3H) , 7,68 (m, 2H) , 7.84 (d, 
J=8.5 Hz, 2H), 7.98 (d, J=8,5 Hz, 2H) , FAB Mass spec. M + 
H 344. 

15 

EXAMPLE 73 




20 4- [ 2 -Methoxymethy 1-4 -phenyl - 

oxazolyl ] benzene sulfonamide 

s teP 1 - — Preparatio n pf 2-methoxvmethvl-4 , 5-dir>henvloxazole . 
Benzoin (2.12 g, 10 mmol) was dissolved in THF (50 mL) 
25 and the solution cooled to 0 °C. Methoxy acetylchloride 

(2.28 g, 21 mmol) and triethylamine (2.12 mL, 21 mmol) were 
added and the reaction was warmed to room temperature for 32 
hours. Ether (150 mL) was added and the reaction was 
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filtered. The organics were washed with IN HCl, NaHC0 3 and 
brine, dried over Na 2 S0 4 and concentrated. Ammonium acetate 
(1.32 g, 17.1 mmol) $ri4 acetic acid (50 mL) were added to the 
acylated benzoin and the solution was heated to reflux for 3 
5 hours. The reaction was concentrated to dryness, residue was 
dissolved in ethyl acetate (250 mL) , washed with water, 
NaHC0 3 and brine, dried and concentrated to yield a 

crystalline solid (2.1 g) which was recrystallized from ethyl 
acetate and hexane to yield 2 -me thoxyme thy 1 -4,5- 
10 diphenyloxazole (0.82 g, 36%); 1 a NMR (CDC1 3 ) 300 MHz d 3.53 

(s, 3H), 4.62 (s, 2H), 7.35 (m, 6H) , 7.62 (m, 4H) . 

Step 2, Preparation of 4- r2-methoxymethvl-4-nhfiny1 - 
oxazolvll benzenes ulf onamide . 

15 2-Methoxymethyl-4,5-diphenyloxazole from Step 1 (500 mg, 

1.9 mmol) wa<s added to chlorosulfonic acid cooled to 0 °C (25 
mL) and the reaction allowed was warmed to room temperature 
for 3 hours. The solution was carefully pourejd into ice_ 
water and extracted with three 75 mL portions of 

20 dichloromethane. The combined organics were washed once with 
brine (75 mL) and stirred over ice cold NH4OH (125 mL) for 

2.5 hours. The dichloromethane layer was separated, washed 
consecutively with IN HCl (2 x 75 mL) , NaHC0 3 (saturated) (75 
mL) and brine (75 mL) , dried over Na 2 S0 4 and concentrated. 

25 The crude material was chromatographed over Si0 2 eluting with 
a gradient from 50% - 75% ethyl acetate in hexane to yield 4- 
[ 2 -methoxymethy 1 - 4 -phenyl -oxazoly 1 ] benz enesul f onamide (0.22 
g, 34%): ! H NMR (acetone-d6) 300 MHz 8 3.47 (s, 3H) , 4.62 (s, 
2H), 6.69 (s, 2H), 7.44 (m, 3H) , 7.65 (m, 2H) , 7.77 (d, J=8.7 

30 Hz, 2H) , 7.93 (d, J=8.7 Hz, 2H) . FAB Mass spec. M + H 345. 



EXAMPLE 74 
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4- £3^Pi? l^Prp*netky^4~phenyl-5- 
P*^sply} Jfce?i?eses^$pi*amiae 

5 

St6T? 1. prpp^raHqn q£ fluoromethvl-4 ,5-dip hPnyl nv^^nl^^ 

pifluoroacetic acicj was dissolved in ethanol containing 
NaOH (4 jnL, 2.5 N), c*nd concentrated to dryness. The solid 
was re-dissolved in EtOH (50 jnL) and re-concentrated to 

10 dryness. The salt was suspended in DMF (30 mL) and 

desylbromide (2.75 g, 10 mmol) was added. The reaction was 
stirred for 16 hours and concentrated. The residue was 
dissolved in ethyl acetate (250 mL) , washed with 0.1N HC1 (75 
mL), NaHC0 3 (saturated) (75 mL) and brine (75 mL) , dried over 

15 Na 2 S0 4 and concentrated to yield 3.09 g of a colorless oil. 
Ammonium acetate (2.31 g, 30 mmol) and acetic acid (25 mL) 
were added to the acylated benzoin and the solution was 
heated to reflux for 3 hours. The reaction was concentrated 
to dryness, the residue was dissolved in ethyl acetate (250 

20 mL), washed with water, NaHC0 3 and brine, dried and 

concentrated. The crude product was chromatographed over 
Si0 2 , eluting with a gradient from 1% - 10% ether in hexane, 

to yield 2-difluoromethyl-4, 5-diphenyloxazole (0.35 g, 12%); 
ifi NMR (CDC1 3 ) 300 MHz 8 6.74 (t, J 52.6 Hz, 1H) , 7.39 (m, 
25 6H), 7.64 (m, 4H) . 19 F NMR (CDCI3 ) 282 MHz 5 -118.6 (d, J 
52.9 Hz) . FAB Mass spec. M + H 272. 



WO 96/36617 



PCIYUS96/06992 



168 

SteP 2r Preparation of 4- T2-dif luo romethvl-4-phenvl-5- 

oxazolvllbfinienegiil fnnatn^P 

2-Difluoromethyl-4,5-4iphenyloxazole from Step 1 (320 
mg, 1.18 mmol) was addled to ch^-orosulfonic acid cooled to 0 
5 °C (10 mL) and the reaction was warmed to room temperature 
for 2 hours, Th£ solution was carefully poured into ice 
water and extracted witji three 75 mL portions of 
dichlorome thane . The combined organics were washed once with 
brine (75 mL) and stirred over ice cold NH 4 OH (125 mL) for 

10 2.5 hours. The 44 c^lorome thane layer was separated, washed 
consecutively with IN HCl (2 x 75 mL) , NaHC0 3 (saturated) (75 
mL) and brine (75 mL) , dried over Na^SO^ arid concentrated. 
The crude jriaterial was chromatographed over Si0 2 / eluting 
with a gradient from 20%-50% ethyl acetate in hexane, to 

15 yield 4- [2-dif luoromethyl-4-phenyl-5- 

oxazolyl]benzenesulfonamide (0.26 g, 63%) : NMR (CD3OD) 

300 MHz 8 6.99 (t, J 52,2 Hz, 1)1), 7.43 (m, 3H) , 7.61 (m, 
2H), 7.75 (d/ iJ=6/8~ Hz, 2H) ,* 7 .93 (d, J=6. 8 Hz, 2H) . 19 F 
NMR (CD3OD) 282 MHz 8 -121.6 (d, J 52.2 Hz). 



20 
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EXAMPLE 75 




5 4^ t ? r py4 ? pxyme thy 1 r 4 ^phenyl - 5 - 

o*3?Plyl J ben^enesylf on^mide 

Deoxybenzoin (10 g, 51 mmol) was added to chlorosulf onic 
acid coolec? to 0 °C (25 mL) and the reaction was warmed to 
10 room temperature for 4 hours. The solution was carefully 
poured into ice water, filtered and the aqueous layer was 
extracted with three 250 mL portions of dichlorome thane. The 
combined organics were washed once with brine (75 mL) and 
stirred over ice-cold NH^OH (125 mL) for 16 hours. The 

15 dichloromethane layer was separated and washed consecutively 
with IN HC1 (2 x 75 mL), NaHC0 3 (saturated) (75 mL) and brine 
(75 mL) , dried over Na 2 S0 4 and concentrated. The crude 

material (4.23 g) was suspended in acetic acid (75 mL) and 
HBr/HOAc solution (33 u/V% HBr in HOAc, 25 mL) and Br 2 (0.79 

20 mL, 15.4 mmol) was added. After 0.25 hours at room 
temperature the reaction was complete by TLC, and the 
reaction was concentrated to remove the acetic acid. The 
residue was dissolved in ethyl acetate (250 mL) and NaHS0 3 
(10%, 250 mL) . The organics were washed with NaHC0 3 

25 (saturated) (75 mL) and brine (75 mL) , dried over Na 2 S0 4 and 
concentrated yielding a crude 4-sulf onamido-desylbromide 
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which was used without purification. Glycolic acid mono 
sodium salt (1.55 g, 15,8 fltmol) and the 4-sulf onamido- 
desylbromide were suspended in DMF (350 mL) and stirred at 
room temperature for 16 hours. The reaction was concentrated 
and the residue, alojig with ammoniuin acetate (2.31 g, 30 
mmol) and acetic acid (25 mL) , were heated to reflux for 3 
hours. The reaction was concentrated to dryness. The residue 
was dissolved in ethyl acetate (250 mL) , washed with water, 
NaHC0 3 and brine, dried and concentrated. The crude product 
was chroma tographed oyer Si0 2 , eluting with a gradient from 
50%-75% ethyl acetate in hexane, to yield 4- [2-hydroxymethyl- 



300 MHz 8 4.76 (m, 2H) , 6.68 (s, 2H) , 7.45 (m, 3H) , 7.65 (m, 
2H), 7.77 <d, J=6.8 Hz, 2H) , 7.94 (d, J=8.7 Hz, 2H) . * 



g*3P 1: Pr o rat ion Of 2- f (4-chlorosulfonvl)phenvll -1 - 

phenyleth^nope 

Deoxybenzoin (10 g, 0.051 mol) was added in portions to 
neat chlorosulf onic acid (50 mL) at -78 °C. The reaction 
mixture was stirred at -78 °C for 2 h, then warmed to room 
temperature and stirred at room temperature for 1.5 h. The 
reaction mixture was cooled to -78 °C and was carefully 
poured onto crushed ice. The resulting solid was collected 
by filtration, washed with water, and dried to give 10.3 g 
(68.5%) of the desired sulfonyl chloride as a yellow solid. 




Example 76 




5- [ ( 4 -Aminosulf onyl ) phenyl] -4-phenyloxazole- 
2-pentanoic acid, sodium salt* 
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This crude material was used for tjie next reaction without 
further purification: HRMS: (calcd for C14H11O3SCI 295.0196) 
295.0205. 

5 f i t e P 2; Preparation Of 2-f (4-amiposulfonvl) phenyl 
phenvlethanong 

A solution of the sulfonyl chloride froyn Step 1 (9 g, 
0.03 mol) in tetrahydrofurayi (100 jnL) was slowly <*dded to 
ammonium hydroxide (100 mL) 5 °C. fhe reaction mixture 

10 was stirred first for l r 5 h at 5 °C #rid then for 3 0 minutes 
at room teirperature, Tfte resulting solid was collected by 
filtration, washed with excess water an4 hexsine, and vacuum 
dried to give 3.47 g (4; t 3%) of tfce desired sulfonamide as a 
white solid; m.p. 259-261,5 °C ? ^H-NM^ (DMSO-d 6 /300 MHz) 5 

15 4.52 ( S/ 2H), 7.30 (s, 2B) , 7,43 (fee}, 2H, J = 8.26 Hz), 7.54 
<dd, 2H, J = 7.56 gz), 7.65 (dd, IB, J = 7.35 Hz), 7.75 (d, 
2H, J = 8.26 Bz), 8.04 (d, 2H, J = 7,45 Hz). HRMS (calcd for 
C14H13NO3S 276.0694) 276.0709. 

20 St e P 3; Preparation of 2-br omo-2- r j 4-aminosulf onyl ) 

phenyl] -1 -phenyl -etftanone 

The sulfonamide from Step 2 (5.0 g, 0.018 mol) was 
suspended in dichloroethane (50 mL) , then a solution of 30% 
HBr in acetic acid (20 mL) , acetic acid (70 mL) and bromine 

25 (1 mL) was added at room temperature. The reaction mixture 
was stirred for 40 minutes at room temperature and then was 
concentrated in vacuo. Water (200 mL) was added to the 
resulting concentrated residue, and the mixture was extracted 
with ethyl acetate (2 x 250 mL) . The combined ethyl acetate 

30 extracts were washed with 5% sodium bicarbonate (2 x 250 mL) , 
and brine (2 x 250 mL) , dried over magnesium sulfate, 
filtered and concentrated under reduced pressure. Methylene 
chloride (50 mL) was added to the concentrated residue, and a 
solid precipitated. This solid was collected by filtration, 

35 washed with cold methylene chloride and air-dried to give 3.5 
g (54.9%) of 2-bromo-2- [ (4-aminosulf onyl) phenyl ] -1- 
phenylethanone as a yellow solid: m.p. 153.6-155 °C. ^-H-NMR 
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(DMSO-d 6 /300 MHz) 8 7.25 (s, 1H) , 7.38 (s, 2H) , 7.54 (dd, 2H, 
J = 7.55 Hz), 7.62-7.74 (in, 3H) , 7.82 (d, 2H, J = 8.46 Hz), 
8.07 (d, 2H, J = 8.66 Hz). HRI*S (calcd for Ci 4 Hi 2 N03SBr 
353.9800) 353.9824. 

5 

Step 4; Preparation of methyl 5- f f4-aminQsulfopvl)mh^Tiv1 1 - 

4-phenvloxazole-2-pQfltann^-P 

An aqueous solution of 2.5N NaOH (2.3 mL, 5.65 mmol) was 
added to adipic acid monomethyl ester (0.9 g, 5.65 mmol) in 

10 ethanol (10 mL) , and the mixture was stirred for 15 min at 
room temperature. The solvents were removed at reduced 
pressure. Several mL of absolute ethanol were added to the 
concentrated residue, and the mixture was again concentrated 
at reduced pressure. This procedure was repeated three times 

15 until a white ^olid formed, which was dried under high 
vacuum. The resulting carboxylic acid sodium salt was 
suspended in 10 mL.of anhydrous DMF . The bromoketone (2 g, 
5.65 mmol) from Step 3 was dissolved in 10 mL of anhydrous 
DMF and added at room temperature to the DMF solution of the 

20 sodium carboxylate. The reaction mixture was stirred for 18 
h at room temperature, and then the DMF was removed at 
reduced pressure. Ethyl acetate (100 mL) was added to the 
concentrated residue, and the mixture was filtered. The 
filtrate was concentrated and dried to give the desired crude 

25 cc-acyloxy ketone. Acetic acid (10 mL) and ammonium acetate 
(1.32 g, 17.1 mmol) were added to this concentrated residue, 
and this mixture was heated at 100 °C for 3 h. The reaction 
mixture was cooled to room temperature, and the excess acetic 
acid was removed under vacuum. The resulting residue was 

30 partitioned between water (100 mL) and ethyl acetate (200 

mL) . The organic layer was separated, washed with saturated 
aqueous sodium bicarbonate (2 x 100 mL) , saturated brine (1 x 
100 mL) , dried over magnesium sulfate, filtered and 
concentrated. The concentrated residue was purified by flash 

35 chromatography on silica gel (eluting with 4:1 ethyl 

acetate :hexane) to give 0.73 g of a white solid which was 
recrystallized from methylene chloride and hexane to give 
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0.48 g (21%) of methyl 5- [ (4-aminosulf onyl) phenyl] -4- 
phenyloxazole-2-pentsnp3te as $ white solid: m.p. 165,8-167.3 
°C. iH-NMR (GDCl 3 /300 MHz) 1,78-1.89 (m, 4H) , 2.40 (t, 2H, J 
= 7,25 Hz), 2 t 90 (t, 2H, 7.35 Hz) , 3,68 (s, 3H) , 4.85 (s, 
5 2H) , 7,37-7.42 (m, 3H) , 7.58-7.61 (jn, 2H) , 7,71 (d, 2H, J = 
8,66 Hz), 7.88 ( d, 2H, J =? 8.66 Hz) . HRMS (calcd for 
C2XH22N2O5S 414.1249) 414.1259. 

Stet} 5 : p r R P arBf ' inn _Qf 5- T (4-aminosulfonvl) phenyl 1 -4- 

10 PhenvlPxazole-2-pentanoic acid 

Methyl 5-[ ( 4^minosulfonyl) phenyl] -4 -phenyloxazole-2- 
pentanoate (1.48 g, 3,57 jnmol) (Step 4) and JjiOH (0.45 g, 
0.011 mmol) were dissolved in 1:1 tetrahydrof uran/methanol 
(90 mL) containing 3 mL of water. The resulting mixture was 

15 stirred for 48 h at room temperature. The solvents were 
removed at reduced pressure, and the concentrated residue 
was partitioned between ethyl acetate (150 jnL) and 1 N HC1 
(150 mL) in a separator/ funnel and shaken vigorously. The 
organic layer was separated and washed with saturated brine 

20 (1 x 150 mL) , dried over magnesium sulfate, filtered and 

concentrated. The concentrated residue was vacuum dried to 
give 1.03 g (72%) of 5- [ (4-aminosulfonyl) phenyl] -4- 
phenyloxazole-2-pentanoic acid as a white solid: mp. 157.2- 
159.0 °C. iH-NMR (CD 3 OD/300 MHz) 1,70-1.80 (m, 2H) , 1.86-1.94 

25 (m # 2H), 2.38 (t, 2H, J = 7.25 Hz), 2.93 (t, 2H, J = 7.35 

Hz), 7.42-7.45 (m, 3H) , 7.55-7.58 (m, 2H) , 7.69 (d, 2H, J = 
8.66 Hz), 7.87 (d, 2H, J = 8.66 Hz). HRMS (calcd for 
C20H20N2O5S 400.1093) 400.1087. 

30 St 5P 6; Preparat ion of 5-f (4-aminosulf onvl ) phenyl! - 4- 

phenvloxaz ole-2-pentanoic acid, sodium sal t 

5- [ (4-aminosulfonyl) phenyl) -4-phenyloxazole-2-pentanoic 
acid (Step 5) (0.19 g, 0.47 mmol) was dissolved in 3 mL of 
ethanol. 2.5 N Sodium hydroxide (2.4 mL, 0.47 mmol) was 

35 added, and the solution was stirred for 5 min. at room 
temperature. The solvents were removed, several mL of 
absolute ethanol were added to the concentrated residue, and 
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the mixture was again concentrated at reduced pressure. This 
procedure was repeated twice until a white solid formed, 
which was dried under ftigh vacuum to give 0.19 g (96%) of 5- 
[ ( 4 -aminosul f onyl ) phenyl ] -4-phenyloxazole-2-pentanoic acid, 
5 sodium salt as a white solid: m.p. >?50 °C. *H NMR (CD3OD/30O 
. MHz) 1.70-1,80 (m, 2JJ), 1.86-l;93 (m, 2H) , 2.25 (t, 2H, J = 
7.35 Hz), 2.93 (t, 2H, J = 7 T 45 flz), 7.41-7.44 (m, 3H) , 
7.55-7.58 (in, 2H) , 7.70 ( d, 2H, J = 8.86 Hz), 7.88 (d, 2H, J 
= 8.66 Hz). HRMS (calcd for C2oHi 9 N20 5 SNa 423.0991) 423.0991. 

0 

Other representative examples prepared by similar . 
methods from 2-bromo-2- [ ( 4 -aminosul f onyl ) phenyl ] - 1 -phenyl - 
ethanone are summarized in Table 1. 
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Example 115 



H 2 W 




Cp 2 H 



5 4- [ (4-Aminosulfpiiyl) phenyl ] r5- ( li^oropfaenyl ) oxazole 

2-pentanoic acid 

gte P ^ Preparation Of 2- (4-f luorophpnyn -2-hvfrnw-l- 

Dhenvlgf.Tipnmig. 

4-Fluorobenzaldehyde (25 g, 0.2 mol) and zinc iodide 
(0.14 g, 0.4 mmol) were mixed with 100 mL of methylene, 
chloride. Trimethylsilyl cyanide (20.6 g, 0.21 mol) was 
dissolved in 30 mL of methylene chloride and added over 30 
minutes. The reaction mixture was stirred at room 
15 temperature for 1 h. The reaction mixture was diluted with 
200 mL of methylene chloride, and the organic phase was 
washed with saturated aqueous sodium bicarbonate (1 x 150 
mL), saturated brine (1 x 150 mL), dried over magnesium 
sulfate, filtered, concentrated and vacuum dried to give 47.3 
g of the desired trimethylsilyl cyanohydrin as a yellow 
liquid. 

The trimethylsilyl cyanohydrin (45 g, 0.2 mol) was 
diluted with 100 mL of ether and added to a solution of 
phenylmagnesium bromide (72 mL of 3.0 M solution in ether, 
25 0.215 mol) in 600 mL of diethyl ether over 1.5 h at room 
temperature. The reaction mixture was stirred for 3 h at 
room temperature and slowly quenched with 3 N HC1 (300 mL) . 
The organic layer was separated and washed with saturated 
sodium bicarbonate (1 x 300 mL) , saturated brine (1 x 300 
mL) , dried over magnesium sulfate, filtered, concentrated, 
and vacuum dried to give 43.2 g of a brown oil. This oil was 
treated with 150 mL of 9:1 trif luoroacetic acid in water for 
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3 h at room temperature. Excess saturated aqueous sodium 
carbonate was slowly adde3 to the reaction mixture, followed 
by water (200 mL) , T^e aqueous solution was extracted with 
ether (2 x 200 mL) « The combined organic layers were washed 
5 with saturated sodium bicarbo^te (1 x 200 mL) , saturated 
brine (J x 200 mL) , dried oyer mag^esiyryt sulfate, filtered 
and concentrated. The cru^e material was crystallized from 
ethyl acetate $nd hexane to give 17.4 g (38%) of 2- (4- 
fluorophenyl) ^2-hydro^-l-phenyleth^none as a yellow solid: 
10 m.p, 91-94 °C. HR^S (calcd for C^HijFOa 231.0831) 231,0835. 

Step 2 Proration of methyl 4- f (4- ? minosulfo n Yl) phenyl 1 - 
5-(4'fh3orophfinvl)oxa2ole-2-pentannatP. 

5-{Methoxycarbonyl)pentanoyl c^oride (6.5 g, 0,036 mol) 

15 in 10 mL of methylene chloride am4 triethylamine (7.1 g, 0.07 
mol) was ciddec? to 2- (4-f luorophenyl) -?-Jiydroxy-l- 
phejiylethanone (Step 1) (8 g, 0 ? 035 mol) in 100 mL of 
methylene chloride. The resulting mixture was stirred for 2 
h at room temperature, diluted with 200 mL of methylene 

20 chloride, washed with water (1 x 100 jnL) , and saturated brine 
(1 x 100 mL) , dried over magnesium sulfate, filtered and 
concentrated. The concentrated residue was dried under 
vacuum to give 12.2 g of crude ester intermediate. Acetic 
acid (50 mL) and ammonium acetate (10.2 g, 0.132 mol) were 

25 added to this ester intermediate (12.2 g, 0.033 mol). The 

resulting mixture was heated for 3 h at 100 °C. The reaction 
mixture was cooled to room temperature, and the excess acetic 
acid was removed under vacuum. The resulting residue was 
partitioned between water (150 mL) and ethyl acetate (300 

30 mL). The organic layer was separated, washed with saturated 
aqueous sodium bicarbonate (2 x 150 mL) , saturated brine (2 x 
150 mL) , dried over magnesium sulfate, filtered and 
concentrated. The concentrated residue was purified by flash 
chromatography on silica gel (eluting with 1: 9 ethyl. 

35 acetate: hexane) to give 7 g (60%) of pure methyl 4- (phenyl) - 
5-(4-fluorophenyl)oxazole-2-pentanoate as a yellow oil. 
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Chlorosulfonic acid (38.6 g, 0.33 mol) was slowly added 
to methyl 4- (phenyl) -5- (4-f luorophenyl) oxazole-2-pentanoate 
(4.7 g, 0.013 mol) at 5 P C, The ice bath was removed, and 
the reaction mixture was stirred for 3 h at room temperature. 
5 The reaction mixture w^s diluted with methylene chloride (200 
mL) and poured slowly into ice. The organic layer was 
separated and added to apnonium hydroxide (50 mL) at room 
temperature. The reaction mixture was stirred for 30 minutes 
at room temperature. The organic l^yer was separated and 

10 washed with water (1 x 200 mL) , b^ine (1 x 200 mL) , dried 
over magnesium sulfate f filtered and concentrated. The 
concentrated residue was purified by flash chromatography on 
silica gel (eiuting with 9:11 ethyl acetate ;hexane) to give 
0.74 g (13%) of methyl 4- [ (4-aminosulf onyDphenyl] -5- (4- 

15 fluorophenyl) -oxazole-2-pentanoate as a pale yellow solid: 
m.p. 82.4-87.4 °C. N^R (CDGl 3 /300 MHz ) 1.74-1.95 <m, 4H) , 
2,40 (t, 2H, J = 7.25 Jiz) , 2.88 (t, 2«, J = 7.35 Hz), 3.67 
(s, 3H) , 4.93 (bs, 2HK 7.07-7,13 (m, 2H) / 7 . 50-7 . 55* (m/ 2H) , 
7.75 (d, 2H, J = 8.66 Hz), 7.89 (d,2H, J = 8.66 Hz), WNMR 

20 (CDCl 3 /300 MHz) -111.22 to -111.127 ppm. HRMS (calcd for 
C21FH21N2O5S 433.1233) 433.1209. 

St5P 3; Prepara tion of 4-T (4-aminosu]fonvl)phenvl1-5-f4- 

f luorophenvl) -oxazole-2-penta noic aci^ 

25 Methyl 4- [ (4-aminosulf onyDphenyl] -5- (4- 

fluprophenyl)oxazole-2-pentanoate (Step 2) (0.51 g, 1.2 mmol) 
was dissolved in 30 mL of 1:1 THF/methanol . Lithium 
hydroxide (0.2 g, 4.7 mmol) and 1 mL of water were added. 
The reaction mixture was stirred for four days at room 

30 temperature, then the solvents were removed at reduced 

pressure. The concentrated residue was partitioned between 
ethyl acetate (100 mL) and 3 N HC1 (100 mL) in a separatory 
funnel and shaken vigorously. The organic layer was 
separated and washed with saturated brine (1 x 100 mL) , dried 

35 over magnesium sulfate, filtered and concentrated. The 

concentrated residue was crystallized from ethyl acetate and 
hexane to give 0.4 g (81%) of 4- [ (4-aminosulfonyl) phenyl] -5- 
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(4-Eluorophenyl)oxazole-2-pentanoic acid as a white solid: 
m.p. 153-154.5 °C. X U NMR (CD 3 OD/300 MHz) 1.69-1.79 (m, 2H) , 
1.85-1.95 (m, 2H), 2.38 (t, ?H, J = 7.15 Hz), 2.91 (t, 2H, J 
= 7.35 Hz), 7.14-7.?Q (tci, ?£), 7,55-7.60 <m, 2H) , 7.73 (d, 
5 2H, J = 8.66 Hz), 7,90 (d, 2tf, J = 8,46 Hz) . "f NMR 

(CD 3 COD/300 MHz) -113 ? 73 to -113 T 63 ppm. HRMS (calcd for 
C20H19N2O5FS 419,1077) 419 . 1083 . 

Example 116 




5- [ ( 4 -Amii*o e^l f onyl ) phenyl ] -4- { 3 , 4-dichlorophenyl ) - 
p,p-Si^ethylox32ole-2^hutanoic acid 

15 

Step 1; Preparation of methy l 5- (phenyl) -4- (3 , 4- 
dichloroDhenvl)-B,B-dimethyloxazole-2-butanoate 

2-Bromo-2- (phenyl) -1- (3 , 4-dichlorophenyl) ethanone (3 . 00 
g, 8.72 mmol), monomethyl 3 , 3-dimethylglutarate (3.0 g, 17.22 

20 mmol), and powdered anhydrous potassium carbonate (1.79 g, 
12.97 mmol) were mixed at room temperature in 
dimethyl formamide (40 mL) for 15 min. The dimethyl- formamide 
solution was poured into ethyl acetate (200 mL) . This 
solution was extracted with water (2 x 100 mL) , 10% aqueous 

25 hydrochloric acid (2 x 100 mL) , and finally extensively 

extracted with saturated aqueous ammonium chloride (6 x 100 
mL) . The ethyl acetate layer was dried over anhydrous sodium 
sulfate, and the solvent was removed at reduced pressure. 
The resulting residue was purified by preparative silica gel 

30 chromatography to give 2.78 g (73%) of the desired a- 

acyloxyketone as a light yellow oil: l E NMR (CDCl 3 /300 MHz) 
1.16 (s, 6H), 2.48 (s, 2H) , 2.58 (AB, 2H, J ab = 15.0 Hz, Av = 
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26.0 Hz,), 3.61 (s, 3H), 6.70 (s, 1H) , 7.38-7.42 (m, 5H) , 
7.47 (d, 1H. J = 8.1 Hz), 7.73 (dd, 1H, J = 8.1 Hz, J = 2.0 
Hz), 8.01 (d, 1H, J = 2.0 Hz). FABMS m/z = 437 (m+H + ) . HRMS 
(calcd for C22H22O5CI2 437.0923) 437.0905. 
5 The a-acyioxyketone (2.53 g, 5.78 mmol) and ammonium 

acetate (2.53 g, 32.8 mmol) were heated to reflux in acetic 
acid (40 mL) for 8 h. The solution was poured into ethyl 
acetate (200 mL) and extracted with water (2 x 200 mL) , 
saturated sodium bicarbonate (2 x 200 mL) , and finally 

10 saturated aqueous ammonium chloride (1 x 200 mL) . The ethyl 
acetate layer was dried over anhydrous sodium sulfate, and 
the solvent was removed at reduced pressure. The resulting 
residue was purified by preparative silica gel chromatography 
to give 1.57 g (65%) of methyl 5- (phenyl) -4- (3, 4-dichloro- 

15 phenyl )-p,p-dimethyloxazole-2-butanoate as a yellow oil: *H 

NMR (CDC13/300 MHz) 1.10 (s, 6H), 2.44 (s, 2H) , 2.95 (s, 2H) , 
3.67 (s, 3H), 7.37-7.56 (m, 7H) , 7.79 (d, 1H, J = 1.8 Hz). 
FABMS m/z = 418 (m+H + ) . HRMS (calcd for C22H22CI2NO3 418.0977) 
418.0969. 

20 

Step ? f ; preparation Of methvl 5- f (4-aminosm f n w ll D h Pn v11 - 
4-(3,4-^irh1orophenvl)-R.R-dimethvlnv a zo l ft -^-hiit a nn a t P 

Methyl 5- (phenyl) -4- (3 , 4-dichlorophenyl) -p, p- 
dimethyloxazole-2-butanoate (Step 1) (980.0 mg, 2.34 mmol) 

25 was cooled to -25 °C in a dry ice /methanol bath. 

Chlorosulfonic acid (15.0 mL) was added, and the solution was 
warmed to room temperature over 1 h. The solution was 
stirred for 6 h and slowly poured directly into ice (300 mL 
in a 500 mL Erlenmeyer flask) . The resulting heterogeneous 

30 aqueous solution was poured into ethyl acetate (200 mL) . The 
ethyl acetate layer was collected, extracted with water (1 x 
100 mL) and mixed with ammonium hydroxide solution (50 mL) 
for 30 min. The ethyl acetate was collected, extracted with 
saturated aqueous ammonium chloride (2 x 100 mL), dried over 

35 sodium sulfate and concentrated in vacuo to give 924 mg (79%) 
of methyl 5- [ (4-aminosulf onyl) -phenyl] -4- (3 , 4- 
dichlorophenyl)-p,p-dimethyloxazole-2-butanoate as a foam: 
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m.p. 54-57 °c. *H NMR <CDCl 3 /300 MHz) 1.19 (s, 6H) , 2.45 (s, 
2H), 2,99 ( s, 2H), 3.68 (s, 3H) , 4,89 (bs, 2H) , 7.42-7.48 
(in, 2H), 7,69 (d, 2H, J = 8.5 Hz), 7.76 (d, 1H, J = 1.7 Hz), 
7.92 (d, 2H, J = 8.5 Hz), FABMS m/z = 497 (m+H + ) , HFMS 
5 (calcd for C22H22CI2N2O5S 497.0705) 497.0681. 

StSP 3? Proration of 4 -aminosulf onvl ) Phenyl 1 -4- ( 3 . 4 - 

ftlchlPrQPhenvl) -B-B-dimethvloxazole^-butanoic acid 
Methyl 5-[ (4-aminosulf onyl)phenyl] -4- (3,4- 

10 dichlorophenyl ) -p, p-diraethylpxazole-2-butanoate (Step 2) 
(165.0 mg, 0.33 mmol) an4 lithium hydroxide mono hydrate 
(15.0 mg, 0,36 mmol) were mixed in t etrahydro f uran-me thanol - 
water (5.0 ml,, 7:2:1) and stirrecj at room temperature for 16 
h. The solution was acidified with 10% aqueous hydrochloric 

15 acid (pH = 1) and poured into ethyl acetate (50 mL) . The 
organic layer was extracted with trine (2 x 25 mL) , dried 
over sodium sulfate and concentrated at reduced pressure to 
give 140 mg (87%) of 5- [ ( 4 -aminosulfonyl) phenyl] -4- (3 , 4- 
dichlorophenyl)-p / p-dimethyloxazole-2-butanoic acid as a foam: 

20 m.p. 82-85 °C, ^H NMR (CD 3 OD/300 MHz) 1.20 (s, 6H) , 2.41 (s, 
2H), 3.02 (s, 2H) # 7.53 (dd, 1H, J = 8.4 Hz, J = 2.1 Hz), 
7.57 (d, 1H, J = 8.4 Hz), 7.72 (d, 2H, J = 8.7 Hz), 7.78 (d, 
1H, J = 2.1 Hz), 7.94 (d, 2H, J = 8.7 Hz). FABMS m/z = 483 
(m+H + ). HRMS (calcd for C21H20CI2N2O5S 483 .0548) 483.0522. 

25 

Other representative examples prepared by similar methods 
from 2-bromo-2- (phenyl) -1- (3 , 4-dichlorophenyl) -ethanone are 
summarized in Table 2 . 
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Example 123 




5 4- t (4-Wetny;9^;fP^yl)pfte ft y;j ^5^(3,4- 

Step 1; Preparation of 2- (3 . 4-dichlorophenvl) -2- 
hvflroxy-l- r (4-inethvlthi^ 

10 Trimethylsilyl cyanide (14.6 g f 0.147 mol) was 

diluted with 30 mL of methylene chloride s*nd added to a 
solution of 3, 4- dichlorpbenz aldehyde {25 g, 0,143 mol) 
in 100 mL of methylene chloride over 20 minutes. The 
reaction mixture was stirred at room temperature for 1 

15 h. The reaction mixture was diluted with 200 mL of 

methylene chloride, and the organic solution was washed 
with saturated sodium bicarbonate (2 x 150 mL) , 
saturated brine (2 x 150 jnL) , dried over magnesium 
sulfate, filtered and concentrated to give 39 g of a 

20 brown oil, which was used in the next reaction without 
further purification. 

Magnesium (1.8 g, 0.073 mol) was suspended in ether 
(20 mL) , and iodomethane (0.1 mL) was added. 4- 
Bromothioanisole (14.8 g, 0.073 mol), dissolved in 100 

25 mL of ether, was added over 50 min. , and the reaction 
mixture was stirred overnight at room temperature. The 
cyanohydrin (10 g, 0.036 mol) was diluted with 100 mL of 
ether and added to the pre- formed Grignard reagent over 
a 1 h period. The reaction mixture was stirred for 3 h 

30 at room temperature. The reaction was slowly quenched 
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with 50 mL of 3 N HC1 and the aqueous layer was removed 
by separation. The organic layer was washed with water 
(2 x 100 mL), saturated sodium bicarbonate (1 x 100 mL) , 
saturated brine (1 x 100 mL) , dried over magnesium 
5 sulfate, filtered and concentrated, A solution of 9:1 
trifluoroacetic acid:w$ter (50 mL) was added to the 
concentrated residue, #nd the mixture was stirred for 
1.5 h at room temperature. The reaction mixture was 
neutralized by adding solid sodium carbonate. Water 

10 (300 mL) and ether (300 mL) were added. The ether layer 
was separated and washed with saturated sodium 
bicarbonate (2 x 150 mL) , saturated brine (2 x 150 mL) , 
dried over magnesium sulfate, filtered and concentrated. 
The crude material was purified by flash chromatography 

15 on silica gel eiuting with 1:9 ethyl acetate :hexane to 
give 3.3 g (28%) of the desired benzoin as a yellow oil. 
This yellow oil was crystallized from hexane and ethyl 
acetate to give 0.46 g of 2- (3 , 4-dichlorophenyl) -2- 
hydroxy-l« [ (4-methylthio) phenyl ]ethanone as a white 

20 solid: m.p, 54-58 °c T HRMS (calcd for C15H12O2SCI2 
327.0013) 327.0024. 

Step 2; Preparation of methyl 4-H4- 

methvlthio)PhPnvl1-5- (3.4-dichloron henvl)oxazole-2- 
25 butanoate 

5- (Methoxycarbonyl)pentanoyl chloride (1.63 g, 9.9 
mmol) was diluted with 20 mL of methylene chloride and 
was added to a solution of 2- (3 , 4-dichloro-phenyl) -2- 
hydroxy-1- [ (4-methylthio)phenyl] ethanone (Step 1) (3.24 

30 g, 9.9 mol) in 60 mL of methylene chloride containing 

triethylamine (2 g, 0.02 mmol). The reaction mixture was 
stirred for 1.5 h at room temperature. The reaction 
mixture was diluted with 100 mL of methylene chloride 
and washed with water (1 x 100 mL) , saturated brine (1 x 

35 100 mL), dried over magnesium sulfate, filtered, 

concentrated and dried under high vacuum. Acetic acid 
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(10 mL) and ammonium acetate (3.05 g, 0.04 mol) were 
added to this concentrated residue, and the mixture was 
heated at 100 °C for 3 h. The reaction mixture was 
cooled to room temperature, §nd tjie excess acetic acid 
5 was removed under vacuum, The resulting residue was 
partitioned between w^ter (3-00 mL) 5^4 etjiyl acetate 
(200 mL) . The organic layer v$s gep§rate4, washed with 
saturated aqueous so4ittfii bicarbonate (? x 100 jft) , 
saturated brine (1 x 100 ^)/ 4ried oyer magnesium 
10 sulfate, filtered an4 concentrate. The concentrated 
residue was purified fc>y flasti chromatography on silica 
. gel (eluting with 1;4 ethyl acetate ;hex^e) to give 2,14 
g (50%) of methyl 4- [ (4^nethylthio) phenyl] -5- (3 , 4- 
dichlorophenyl)oxa2pleTr2-butanoate 4s a yellow oil. 

15 

Step 3; Preparation of methvl 4- f (4^ 
methYlsulfonvllphenvll-S-f^^^ 

butanoate 

Methyl 4-[ (4 -methyl thio) phenyl] -5- (3 , 4- 

20 dichlorophenyl)oxazole-2-butanoate (1.7 g, 3.89 mmol) 
from Step 2 was dissolved in 60 mL of methanol : water 
(9:1), then Oxone® (8.38 g, 0.014 mol) was added. The 
reaction mixture was stirred for 3 h at room 
temperature, and the solvents were removed under reduced 

25 pressure. The resulting residue was partitioned between 
water (100 mL) and ethyl acetate (200 mL) . The organic 
layer was separated, washed with saturated aqueous 
sodium bicarbonate (2 x 100 mL) , saturated brine (2 x 
100 mL) , dried over magnesium sulfate, filtered and 

30 concentrated. The crude product was purified by flash 
chromatography on silica gel (eluting with 3:7 ethyl 
acetate :hexane) to give 0.6 g (33%) of methyl 4-[<4- 
methylsulfonyl) phenyl] -5- (3 , 4-dichlorophenyl)oxazole-2- 
butanoate as a clear oil: l X NMR (CDCI3/3OO MHz) 2.15- 

35 2.25 (m, 2H) , 2.52 (t, 2H, J = 7.35 Hz), 2.94 (t, 2H, J 
= 7.35 Hz), 3.09 (s, 3H) , 3.70 (s, 3H) , 7.36 (dd, 1H, J 
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= 2,01 Hz), 7.46 (d, 1H, J = 8.46 Hz), 7.69 (d, 1H, J = 
2.01 Hz), 7.85 ( d, 2H, J = 8.66 Hz), 7.96 (d, 2H, J = 
8.46 Hz). HUMS (calcd for C23H19NO5SCI2 468.0439) 
468.0435. 

5 

Step 4 = Preparatio n of 4-r M-methylsuifonviiphenvii -5- 

(3 r 4-dxchlQronhenvl) oxa7ole-2-but anQic acid 

The methyl ester (0.5 g, 1.07 mitiol) from Step 3 was 
mixed with 15 mL of methanol, lithium hydroxide (0.18 g, 

10 4.27 mmol) and 1 ml. of water . The reaction mixture was 
stirred for 1 h at room temperature quenched with 15 
mL of IN HCl. The solvents were removed, s*nd the 
resulting residue was partitioned between 1 N HCl (100 
mL) and ethyl acetate (100 mL) . The organic layer was 

15 separated, washed with 1 N HCl (1 x 100 mL) , saturated 
brine (1 x 100 mL) , dried over magnesium sulfate, 
filtered and concentrated, The concentrated residue was 
crystallized from methylene chloride and hexane to give 
0.26 g (54%) of 4- [ (4-methylsulf onyDphenyl] -5- (3 , 4- 

20 dichlorophenyl)oxazole-2-butanoic acid as white 

crystals: m.p. 181.7-182.9 °C. X H NMR (CD 3 OD/300 MHz) 
2.10-2.20 (m, 2H), 2.48 (t, 2H, J = 7.15 Hz), 2.97 (t, 
2H, J = 7.45 Hz), 3.16 (s, 3H) , 7.46 (dd, 1H, J = 2.11 
Hz), 7.58 (d, 1H, J = 8.46 Hz), 7.74 (d, 1H, J = 2.01 

25 Hz), 7.85 ( d, 2H, J = 8. 66. Hz), 8.00 (d, 2H, J = 8.66 
Hz). HRMS (calcd for C20H17NO5SCI2 454.0283) 454.0277. 
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4- [ {4-Amiaqsu}?9?xy})pkefcyl] -5- ( 3, 4- 
dichloropbenyl) px^?o3.e-3^t>^ta^pic acid 

5 Step 1; Preparation of, gH3 f ^-^cbigrophgwl) -2- 

ftyflr9fly-l -phfinylethappng 

Trimetl>ylsilyl cyanide {14,6 g, 0,147 mol) was 
dissolved in 30 mL of methylene chloride $nd added over 
20 minutes to a solution of 3 , 4-c^chloro-feenzaldehyde 

10 (25 g, 0.143 mol) and zinc iodide (0.41 9/ 1.28 mmol) in 
100 mL of methylene chloride. The reaction mixture was 
stirred at room temperature for 1 h, Tj^e reaction 
mixture was diluted with ?00 jnL of methylene chloride 
and the organic layer was washed with saturated sodium 

15 bicarbonate (2 x 150 mL) , saturated brine (2 x 150 mL) , 
dried over magnesium sulfate, filtered and concentrated 
to give 38,4 g (98%) of a brown oil, which was used in 
the next reaction without further purification. 

This trimethylsilyl cyanohydrin (15 g, 0.0547 mol) 

20 was dissolved in 20 mL of diethyl ether and added to 
phenylmagnesium bromide (19.5 mL of 3,0 M in ether 
solution, 0.0585 mol) in 250 mL of ether over 15 
minutes. The reaction mixture was stirred for 1.5 h at 
room temperature, then slowly quenched with 100 mL of 3 

25 N HC1. The organic layer was separated and washed with 
saturated sodium bicarbonate (1 x 150 mL) , saturated 
brine (1 x 150 mL) , dried over magnesium sulfate, 
filtered and concentrated to give 13,0 g of a brown oil. 
A solution of 9:1 trif luoroacetic acid in water (50 mL) 

30 was added to the concentrated residue, and the mixture 
was stirred for 1.5 h at room temperature. The reaction 
mixture was neutralized by adding solid sodium 
carbonate. The resulting residue was partitioned 
between water (200 mL) and ethyl acetate (300 mL) . The 

35 organic layer was separated, washed with saturated 

sodium bicarbonate (1 x 150 mL) , saturated brine (1 x 
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150 mL), dried over magnesium pulfate, filtered and 
concentrated. The concentrated reside was crystallized 
from ethyl acetate and hexane to give 7.37 g (48%) of 2- 
(3, 4-dichlorophenyl)-2-hy4roxy-l^ (pHeyiyl) ethanone as a 
5 yellow solid: HRMS (calcc}, for C^HioO^Cl? 281.0136) 
281,0112. 

Step 2; — Preparation of methyl f (4-ph envl) -s, p : 4- ' 
dichlorophenvl ) oxazolgl ^ -frut^o^tp 

10 5-(Metho>^c4rbonyl)pentanoyl chloride (2 ? 82 g, 

0.017 mol) and triethy limine (3.47 g, 0.034 mol) were 
added to a solution, of 2- (3 , 4-dichlorophenyl) -2-hydroxy- 
1- [phenyl] ethanone (Step 1) (4.77 g, 0,017 mmol) in 40 
mL of methylene chloride. The resulting mixture was 

15 stirred overnight at room temperature. The reaction 
mixture was diluted with 100 mL of methylene chloride. 
The organic solution was washed with water (1 x 100 mL) , 
saturated brine (1 x 100 mL) , dried over magnesium 
sulfate, filtered, concentrated and dried under high 

20 vacuum. Ammonium acetate (4.6 g, 0.06 mol) and 30 mL of 
acetic acid were added. The reaction mixture was heated 
at 100 °C for 2.5 h. The reaction mixture was cooled 
to room temperature, and the excess acetic acid was 
removed under vacuum. The resulting residue was 

25 partitioned between water (100 mL) and ethyl acetate 

(200 mL) . The organic layer was separated, washed with 
saturated aqueous sodium bicarbonate (2 x 100 mL) , 
saturated brine (1 x 100 mL) , dried over magnesium 
sulfate, filtered and concentrated. The concentrated 

30 residue was purified by flash chromatography on silica 
gel (eluting with 1:9 ethyl acetate: hexane) to give 2.82 
g (42.6%) of methyl [ (4-phenyl) -5- (3 , 4- 
dichlorophenyDoxazole] -2-butanoate as a yellow oil: 
HRMS (calcd. for C20H17NO3CI2 390.0664) 390.0648. 



35 
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Pt e P 3; Preparation of meth yl 4- [(4- 

aminosulfonvl ) phenyl 1 -s- (3 > . 4-dirhl oroohenvl) oxazole-2- 

Ghlorosulfonic c*ci4 (28 g, 0 t 24 mol) was added to 
5 methyl [ (4-phenyl) -5- (3,4-dichloropbenyi) oxazole] -2- 

butanoate (Step 2) (3 T 74 g, 9.58 mmol) at 5 °C. The ice 
bath was removed, arid the reaction was stirred for 3 h 
at room temperature, The reaction mixture was diluted 
with 100 mL of methylene chloride $nd slowly poured into 

10 ice. The organic layer W$s separated ^nd washed with 
saturated brine (1 x 100 jnL) , The organic layer was 
separated, poured into 50 # of concentrated ammonium 
hydroxide and stirred for 30 minutes $t room 
temperature. The organic layer was separated, washed 

15 with water (1 x 100 nfc) , saturated brine (1 x 100 mL) , 
dried over magnesium sulfate, filtered and concentrated. 
The crude material was crystallised from methanol and 
water to give l r 7 g (38%) of methyl 4-K4- 
aminosulfonyl) phenyl] -5- (3 , 4-dichlorophejiyl)oxazole-2- 

20 butanoate as a yellow solid: m.p. 130.7-131.8 °C. HRMS 
(calcd. for C20H18N2O5CI2 469.0392) 469,0413. 

SEEP 4; Preparation of 4- r (4-aminosulfonvl) phenyl 1 -5- 

(3 f 4"dichloroPhenvl ) oxazole-2-butanoic arid 

25 Methyl 4- [ (4-aminosulfonyl)phenyl] -5- (3 , 4- 

dichlorophenyl)oxazole-2-butanoate (Step 3) (0.6 g, 1.28 
mmol) was dissolved in 30 mL of 1:1 methanol /THF . 
Lithium hydroxide (0.21 g, 5.11 mmol) and ,3 mL of water 
were added. The reaction mixture was stirred for 18 h 

30 at room temperature. The solvents were removed, and the 
resulting residue was partitioned between 1 N HCl (100 
mL) and ethyl acetate (100 mL) . The organic layer was 
separated and washed with saturated sodium bicarbonate 
(1 x 100 mL) . The aqueous layer was acidified by adding 

35 excess 3N HCl and extracted with ethyl acetate (2 x 100 
mL) , The combined organic layers were washed with 
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saturated brine (1 x 100 mL) , dried over magnesium 
sulfate, filtered and concentrated to give 0*27 g (46%) 
of 4- 1 (4-aminosulf onyDphe^yl] -5- (3 , 4-dichlorophenyl) - 
oxazole-2-butanoic <*cid ss a yellow solid: m.p. 168-171 
5 °C. HRMS (calcd for C 19 Hi6N20 5 SCl2 455,0235) 455.0197. 



5- [4- [ (Aminosulfonyl)pfce?xylJ -4 -phejiyl-aS- ( 1H- 
pyrrol-l^yl)oxa?ole-2^butanoic acid 

St e P If Preparation of m^h vl 5-H4- 

15 ^minpsyif onvi ) pftfipyi ] -rrfi - 

T f (Phenvlmet.hoxv)c:arbonvl1aTTiT no1-4-phenvloxa2ole-?- 
rbutanoaf.fi 

A solution of 2-bromo-2- [ (4-aminosu If onyl) phenyl] - 
1 -phenyl ethanone (1.0 g # 2.8 mmol) and N-Cbz -glutamic 

20 acid a-methyl ester (0.92 g, 3.1 mmol) in 

dimethylacetamide {5.0 mL) was treated with K 2 C0 3 (0.27 
g, 1.96 mmol) and 18-crown-6 (0.05 g) , and stirred at 
room temperature for 3.5 h. The reaction mixture was 
poured into water (50 mL) and extracted with EtOAc (3 x 

25 25 mL) . The combined organic phase was washed with water 
(2 x 25 mL), dried (Na 2 S0 4 ) , filtered, and concentrated 
to give an amorphous pale yellow substance. This 
material was dried in vacuo for 3 h, then dissolved in 
glacial acetic acid (10 mL) . After adding NH 4 OAc (0.7 g, 

30 9.1 mmol), the resulting mixture was heated at 100 °C 

for 2.5 h under a nitrogen atmosphere. The acetic acid 
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was removed in vacuo, and the residue was partitioned 
between water (50 mL) an4 EtOAc (50 mL) . The organic 
phase was washed witj> wajter* $ried (N*2S0 4 ) , filtered, 
and concentrated under reduced pressure. The residue 
5 was purified by silica gel flash chromatography (eluting 
with 40% EtOAc in hexane) to give 0,9 g (58%) of methyl 
5- [ ( 4 -aminosulf onyl) phenyl ]-roS- 

[ [ (phenylmethoxy)c^r^o^yl)^iriirio] -4-phenyloxazole-2- 
[butanoate as a white amorphous substance; 1-H-frJMR 
10 (CD 3 OD/300 MHz) 7.86 <d, ^H, J = 8 ? 4 Hz), 7 ? 66 (d, 2H, J 
= 8.4 Hz), 7.54 (m, 2H) , 7.4 (m, 3H) , 7.3 (s, 5H) , 5.05 
(s, 2H), 4.4 (m, 1H), 3 ? 72 (s, 3H) , 3.01 (t, 2H, J = 7.2 
Hz), 2.42 (m 1H) , 2 ? 21 (m, 1H) ; FABMS: m/z = 550 (M+H+) 
HRMS (calcd for C28H28N3O7S 550.1648) 550.1616. 

15 

Step 2: Preparation of methyl 5- r 4- (amippsulfopvl ) 

Ph^nyl1-4-Ph finvl'aS-(lH-nvrrol^l-vl)oxazole-2-butanQate 

A solution of methyl 5- [ (4-aminosulfonyl ) phenyl] - 
aS- [ [ (phenylmethoxy) carbonyl] amino] -4-phenyloxazole-2- 

20 [butanoate (Step 1) (1.0 g, 1.82 mmol) in EtOAc (20 mL) 
was treated with 10% Pd/C (0.5 g) and hydrogenated at 50 
psi for 3 h at room temperature. The catalyst was 
removed by filtration, and the filtrate was 
concentrated. The residue was dissolved in glacial 

25 acetic acid (10 mL) r then NaOAc (0.9 g) and 2,5- 

dimethoxytetrahydrofuran (0.26 g, 2.0 mmol) were added, 
and the mixture was heated at 100 °C for 15 min under a 
nitrogen atmosphere. The acetic acid was removed in 
vacuo, and the residue was partitioned between water (25 

30 mL) and EtOAc (3 0 mL) . The organic phase was washed 
with water, dried (Na2S04), filtered, and concentrated. 
The resulting material was purified by silica gel flash 
chromatography eluting with 45% EtOAc in hexane, to give 
0.35 g (41%) of methyl 5- [4- (aminosulf onyl) 

35 phenyl] -4-phenyl-otS- ( lH-pyrrol-l-yl ) oxazole-2-butanoate 
as a white amorphous material: 1 H-NMR (CD3OD/3OO MHz) 
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7.87 <d, 2H, J = 8.7 Hz), 7.66 (d, 2H, J = 8.7 Hz), 
7.54 <m, 2H), 7.42 (m, 3H) , 6,79 (t, 2H, J = 2.1 Hz), 
6,09 <t, 2H, J = 2,1 Hz), 4*95 (w, 1H) , 3,72 (s, 3H) , 
2.86-2.45 (m, 4H) FABMS m/z = 466 (M+H+) . HRMS (calcd 
5 for C24H24N3O5S 466,1437) 466.1458, 

Step 3: Preparation of 5- T4- f ( Amino sulfonvDphenv 11 -4- 
PhenvX-aS-(lH-pvrrol-l-vl)oxazo le-2-butanoic acid 
A solution of methyl 5- [4- (aminosulfonyl) 

10 phenyl] -4-phenyl-aS- (lH-pyrrol-l-yl)oxazol-2-butanoate 
(Step 2) (0,2 g, 0.43 mmol) in MeOH (0.3 inL) and water 
(0.3 mL) was treated with NaOH (0.026 g) and stirred at 
room temperature for 1.5 h, The reaction mixture was 
diluted with 5% citric acid (10 mL) and extracted with 

15 EtOAc (2 x 20 mL) . The combined organic extracts were 
washed with water, dried (Na2S04), filtered, and 
concentrated under reduced pressure. The resulting 
substance was purified by reverse-phase HPLC (using 10- 
90% CH3CN in water (30 min gradient)). The appropriate 

20 fractions were combined and freeze-dried to give 0.15 g 
(78%) of 5- [4- [ (aminosulfonyl ) phenyl] -4 -phenyl-aS- (1H- 
pyrrol-l-yl)oxazole-2-butanoic acid as a light brown 
powder: m.p. 74-78 °C. 1 H-NMR (CD3OD/30O MHz) 7.87 (d, 
2H, J = 8.7 Hz), 7.66 (d, 2H, J = 8.7 Hz), 7.55 (m, 2H) , 

25 7.44 (m, 3H) , 6.79 (t, 2H, J = 2.1 Hz), 6.08 (t, 2H, J = 
2.1 Hz), 4.91 (m, 1H), 2.85-2.45 (m, 4H) FABMS m/z = 452 
(M+H + ) HRMS (calcd for C23H22N3O5S 452.1280) 452.1291. 

Other representative examples prepared by similar 
methods are summarized in Table 3 . 
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Example 129 




5 4- (2-Stbefcy}-4^pbeBylQ*#?ql-5- 

yl 1 fce^se^esulf qnsstide 

Step 1: Preparation of 2- F5- f (4- 
aminogulfonvl) ohenvl 1 -4-phenyl-o^ agol-2-vl1 -1- 
10 hvdroxvethane 

Lithium aluminum hydride (0.33 g, 8.6 mmol) was 
suspended in 5 mL of anhydrous THF and cooled to -78 
°C. Methyl 5- [ (4-aminosulfonyl ) phenyl] -4- 
phenyloxazole-2 -acetate (1.6 g, 4.3 mmol) (prepared 

15 similar to that described in Example 38, step 3) was 
dissolved in 15 mL of anhydrous THF and added at -78 
°C. The reaction mixture was stirred at -78 °C for 
2 h, stirred at room temperature overnight, and 
quenched with 50 mL of 1 N HCl. The aqueous 

20 solution was extracted with ethyl acetate (2 x 100 
mL) . The combined organic extracts were washed with 
saturated sodium bicarbonate (1 x 100 mL) , saturated 
brine (1 x 100 mL) , dried over magnesium sulfate, 
filtered and concentrated. The concentrated residue 

25 was purified by flash chromatography on silica gel 
(eluting with 3:2 ethyl acetate rhexane to 4:1 ethyl 
acetate :hexane) to give 0.2 g (14%) of 2- [5- [(4- 
aminosulfonyl) phenyl] -4-phenyl-oxazol-2-yl] -1- 
hydroxyethane as a white solid: *H NMR (DMSO-dg/300 

30 MHz) 2.98 (t, 2H, J = 6.45 Hz), 3.81-3.87 (m, 2H) , 
4.91 (t, 1H, J = 5.4 Hz), 7.35-7.46 (m, 5H) , 7.56 
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<dd, 2H, J = 1,65. Hz), 7,68 <d, 2H, J = 8.7 Hz), 
7,84 (d, 2H, J = 8,7 Hz), flRMS (calcd for 
C17H16N2O4S 345,0909) 345.0902, 

5 stgp 2; Preparation of 4- (2-ethenvl-4- 
PhenvlQxazol-5'yllbenzfinesulfonamid^ 

2- [5- [ (4-^minpsulfoT>yl)phepy^.] -4-phenyl-oxazol- 
2-yl]-l-hydroxyetl>we (Step 1) (0 r 2 g, 0,58 mmol) in 
4 mL of dimethylc^cetcHnide (DMA) was added to NaH 

10 suspended in 1 of pMA at 5 °C, The reaction 

mixture was stirred at 5 °C for 30 minutes, 4- [4- 
Bromomethylphenyl] -4-met^o^tetrahydropyran (0-2 g, 
0,70 mmol) was dissolved in 3 mL of DMA and added to 
the reaction at 5 °C, The reaction mixture was 

15 stirred at 5 °G for 1,5 h an3 at room temperature 
overnight. The DMA w$s removed at reduced pressure, 
and the concentrated residue was dissolved in 150 mL 
of ethyl acetate. The organic solution was washed 
with 1 N HC1 (2 x 100 mL) , saturated sodium 

20 bicarbonate (2 x 100 mL) , saturated brine (2 x 100 
mL) , dried over magnesium sulfate, filtered and 
concentrated. The concentrated residue was filtered 
through silica gel (eluting with 4:1 ethyl 
acetate :hexane) . The material recovered from this 

25 column was purified by reverse phase HPLC (eluting 
with a gradient from 10% to 90% acetonitrile in 
water with 0,1% TFA) to give 15 mg (8%) of 4- (2- 
ethenyl-4-phenyloxazol-5-yl]benzenesulfonamide as a 
white solid: l H NMR(CD3OD/300 MHz) 5.82 (d, 1 H, J 

30 = 11,70 Hz), 6.38 (d, 1H, J = 17,40 Hz), 6,71 (dd, 
1H, J = 11.10 Hz), 7.43-7.45 (m, 3H) , 7.57-7,60 (m, 
2H), 7.74 (d, 2H, J = 8.70 Hz), 7.89 (d, 2H, J = 
8.40 Hz). HRMS (calcd for C17H3.4N2O3S 327.0803) 
327.0800. 
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Example 13 0 




CpaH 



3- [ [ [5- [ 4 -fcminosul f oay 1 ) pi*ex*yl ] -4- 
pbenyloxa?ol ^? -yX ] wstixyi ] tfciq] propanoic acid 



3- [ [ [4- [4-Ami*iosulf onyl) phenyl] -5- 
phenyloxazol -2 -yl ] methyl ] thio ] propanoic ac id 

15 gtep 1: Preparation of tert-butvl 3-f (2-methnw-^ 

PXOethvl ) thi ol nropanoate 

A solution of tert-butyl acrylate (3.7 g, 0.03 
mol) and methyl thioglycolate (3.3 g, 0.31 mol ) in 
CH2CI2 (10 mL) was treated with DBU (0.3 g, 0.002 

20 mol), and stirred at 10 °C for 2 h. The reaction 
mixture was diluted with CH2CI2 (100 mL) , washed 
sequentially with 5% citric acid (2 x 50 mL) , brine 
(2 x 50 ml), and dried (Na 2 S0 4 ) . After the removal 
of the solvent, the resulting liquid was purified by 

25 silica gel flash chromatography (eluting with 30% 
EtOAc in hexane) to give 6.0 g (90%) of tert-butyl 
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3-[ (2-methcxy-2-qxoethyl) -thio]propanoate as a 
colorless liquid; ^H-NMR (CPCI3/3OO MHz) 3.75 (s, 
3H), 3.26 (s, 2H), 2.87 (t f 2R, J = 6.9 Hz), 2.55 
(t, 2H, J ^ 6.9 Jiz) , l r 46 (s, 98) ? 

5 

Step 2; Preparation of tert-buf-yl 3- 
T (carboxymPt^yl ) 
thiol prqpanqate 

A solution of tert-^utyl 3- [ (2-methoxy-2- 

10 oxoethyl) thiojpropanoate (Step 1) (2.0 g, 8.5 mmol) 
in MeOH (6,00 mL) and water (4.0 jrrtL) was treated 
with LiOH (0.45 g, 10,8 mmol) and stirred at room 
temperature for 2 h. The reaction mixture was 
diluted with water (15 inL) arid washed with EtOAc (2 

15 x 10 mL) . The aqueous phase was acidified with 5% 
citric acid and extracted with EtOAc (2 x 15 mL). 
The combined organic extracts were washed with 
brine, dried (N42SO4) , filtered, and concentrated to 
give 1.1 g (59%) of tert-butyl 3- 

20 [ (carboxymethyl) thiojpropanoate as a colorless 
liquid which was used in the next step without 
further purification: ^H-NMR (CDCI3/300 MHz) 3.31 
(s, 2H), 2.85 (t, 2H, J = 6,9 Hz), 2.58 <t, 2H, J = 
6.9 Hz) , 1.47 (s, 9H) . 

25 

Step 3; Preparation of tert -butvl 3-r r 

^minogulf P HYl ) Phenyl 1 -4-phenvl-oxazol-2 -vl 1 methvl 1 - 
thiol propanoate and te rfr-butyl 3-rrU-rA- 
aminosulfonvl ) -Phenyl 1 -5 -phenyl nxazol-2- 

30 vllmethvl 1 thiol pro panoate 

A mixture of 2-bronio-2- [ (4- 
aminosulfonyl ) phenyl ] -1 -phenyl ethan one (1.3 g, 3.7 
mmol), tert-butyl 3- [ (carboxymethyl) thio] propanoate 
(Step 2) (1.0 g, 4.5 mmol), and K 2 C0 3 (0.40 g,. 2.9 

35 mmol) in dimethylacetamide (5.0 mL) was stirred at 
10 °C for 2 h, and at room temperature for 1 h. The 
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reaction mixture was diluted with water (50 mL) , and 
extracted with EtOAc (2 x 25 rr£) , The combined 
organic extracts were washed with water (2 x 25 mL) , 
dried (Na2S04) , filtered, agid concentrated to give 
the desired qt-acyloxy ketone. The resulting viscous 
liquid (1.5 g) was used in the following reaction 
without further purification. 

■ This ct-acyloxy ketone (1.3 g) was dissolved in 
acetic acid (20 mL) , NH 4 OAc (0.8 g, 10.4 mmol) was 
added, and the resulting mixture was heated at 100 
°C for 2,5 h under a nitrogen atmosphere. The 
acetic acid was distilled in vacuo, and the residue 
was partitioned between water (25 mL) and EtOAc (30 
mL) , The organic phase was washed with water, dried 
(Na2S04), filtered, and concentrated under reduced 
pressure. The resulting residue was purified by 
silica gel flash chromatography (eluting with 40% 
EtOAc in hexane) to give 0.45 g (36%) "of a mixture 
of tert-butyl 3- [ [ [5- [4-aminosulf onyl)phenyl] -4- 
phenyl-oxazol-2-yl] methyl] thio]propanoate and tert- 
butyl 3- [ [ [4-[4-amino-sulfonyl)phenyl] -5- 
phenyloxazol-2-yl] methyl] -thio]propanoate oxazole 
esters, as a light brown amorphous substance: m.p. 
49-54 °C. ^H-NMR (CDCl 3 /300 MHz) 7.81 (d, 2H, J = 
7.8 Hz), 7.66 (d, 2H, J = 7.8 Hz), 7.52 (m, 2H) , 
7.33 (m, 3H), 4.84 (s, 2H) , 3.83 (s, 2H) , 2.87 (t, 
2H, J = 6.9 Hz), 2.53 (t, 2H, J = 6.9 Hz), 1.37 (s, 
9H) . HRMS (calcd for C23H27N2O5S2 475.1361) 475.1326. 

Step 4: Preparation of 3-rrrs-T4- 

miriQ^l f qn y l ) phenyl 1 - 4-phenvloxazol-2-vl 1 methvl 1 - 
thiol propanoic acid and 3-rrr4-fA- 
aminosulfonvl)phenvn-5-phpn Y iQxa 2 ni-9.- 
Yll methyl] thiol propanoic arid 

A mixture of the oxazole esters (0.25 g, 5.2 
mmol) Step 3, and p-toluenesulfonic acid (0.06 g 0.3 
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mmol) in acetonitrile (5.0 mL) was heated to reflux 
for 1.5 h under 3 nitrogen atmosphere. The reaction 
mixture was concentrate4 under reduced pressure, and 
the residue was partione4 between water (10 mL) and 
5 EtOAc (20 mL) . The organic ph^se was washed with 
water, dried (Na2S0 4 ) , filtered, concentrated, and 
the resulting substance pi^rified by reverse- 
phase HPLC (10-90% CH3CN/H2O) to g^ve two isomeric 
products: 3-[ [ [5- [4-aminosulf onyl)phenyl] -4- 

10 pheny loxazol -2 -y 1 ] methyl ] thio ] propionic acid as a 
white powder; (0.16 g (73%)) m.p ? 170-173 °C *H-NMR 
(GD3OP/300 MHz) 7.9 (d, 2H, J = 8.7 7.71 (d, 

2H, J = 8.7 Hz), 7 ? 57 (m, 2H) , 7.42 (m, 3H) , 3.98 
(s, 2H), 2 T 95 (t, 2H, J = 7. 2 Hz), 2.67 (t, 2H, J = 

15 7.2 Hz); HRMS (calcd for C19H19N2Q5S2 419.0735) found 
419.0700; 

3-[ [ [4- [4-aminosulfonyl) phenyl] -5-phenyl-oxazol-2- 
yl] methyl] thio] propionic acid as a light brown 
powder: (0.03 g (14%)) m.p. 171-175 °C; *H-NMR 
20 (CD3OD/3OO MHz) 7.91 (d, 2H, J = 8.4 Hz) , 7.76 (d, 
2H, J = 8.4 Hz), 7.56 (m, 2H) , 7.43 (m, 3H) , 3.97 
(s, 2H), 2.94 (t, 2H, J = 6.9 Hz), 2.67 <t, 2H, J = 
6.9 Hz); HRMS (calcd for C19H19N2O5S2 419.0735) 
419.0708. 

25 

Example 132 




C0 2 H 



30 4- [ [5- [ ( 4 -Amino sulfonyl) phenyl] - 4 -phenyl - 

oxazo 1 -2 -yl] methyl] benzenepropanoic acid 
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StSP 1 ; Preparation of 5 - r (4- 

aminPSUlf onvDpheny] 1 -4 -phenyl -2- f (f-iorto- 

phenyl ) methyl] psa sole 
5 A mixture of 2-£rofao-2- [ (4- 

aminosulfonyl)phenyl]-l-pte (2.0 g, 5.65 

mmol) and 4-iodophenylacetic ^ci4 (1.8 g, 6.9 mmol) 
in dimethylacetami^e (6,0 mL) was treated with 
potassium carbonate (0,57 g, 4 43 mmol) and 18- 

10 crown-6 (0.06 g) ai*4 stirred at room temperature for 
4 h. The reaction mixture was diluted witji cold 
water (50 mL) ^nd extracted with ethyl acetate (3 x 
30 mL) . TJie combined organic phases were washed 
with water (2 x 25 mL) , dried (Na 2 S0 4 ) , filtered, 

15 and concentrate^ under reduced pressure. The 
resulting material was purified by flash 
chromatography on silica gel (eluting with 40% EtOAc 
in hexane) to give the desired a-acy^oxy ketone as 
an amorphous substance, which w$s used in the next 

20 reaction without further purification: *H-NMR 

(CDCl 3 /300 MHz) 7.86 (m, 4H), 7.63 <d, 2H, J = 8.4 
Hz), 7.59 (m, 3H), 7.41 (t, 2H, J = 7.8 Hz), 7.03 
(d, 2H, J = 8.4 Hz), 6.89 (s, 1H) , 4.82 (s, 2H) , 
3.73 (q, 2H, J = 5.1 Hz). FABMS m/z = 536 (M+H + ) 

25 HRMS (calcd for C22H19NO5SI 536.0029) 536.0023 . 

A mixture of this oc-acyloxy ketone (2.2 g, 4.1 
mmol), and ammonium acetate (1.3 g, 16.9 mmol) in 
acetic acid (15.0 mL) was heated at 100 °C under a 
nitrogen atmosphere for 2.5 h. The reaction mixture 

30 was concentrated in vacuo, and the residue was 

partitioned between water (50 mL) and EtOAc (50 mL) . 
The organic phase was washed with water (2 x 30 mL) , 
dried (Na2S04), filtered, and concentrated under 
reduced pressure. The resulting solid was 

35 triturated with methanol, cooled and filtered to 
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give 1.1 g (52%) of 5-r [ (4^aininosulf onyl) phenyl] -4- 
phenyl-2- t (4-iodop}ienyl) 

methyl Joxazole as a pale yellow powder: m.p. 198-201 
°C. 1 H-NMR (CDC1 3 / 300 MP?) 7,86 (d, 2H, J = 8.7 
5 Hz), 7.7 <dd, 4H), 7,59 2«> , 7,41 <m, 3H) , 7.15 

(d, 2H, J = 8.; Hz), 4r81 (s, ?H), 4-16 (s, 2H) . 
FABMS m/z = 517 (M+H+) IfRMS (calc4 for C22H18N2O3SI 
517.0083) 517.0063. 

10 Step 2; Preparation of met hyl f [fE-ru- 
flnunosulf onvl ) phenyl! -4 -phRnyi-oxa^ 
yll methyl] bfm^ 

To a solution of 5-r [ ( 4 ^ajniposulforiyl) phenyl] -4- 
phenyl-2- [ ( 4 -iodophe^yl) methyl] oxazole (Step 1) (0.3 

15 g, 0.58 mmol) in dimethylacetamicje (5.00 mL) was 

added K2CO3 (0.05 g, 0.3 mmol), 18 -crown- 6 (0.05 g) , 
PdCl 2 - (PPh 3 ) ?/ methyl propiolate (0.32 g, 3.8 mmol) 
and Cul (0.005 g), and the resulting mixture was ' 
stirred at room temperature for 16 h under an argon 

20 atmosphere. The reaction mixture was diluted with 
water (10 mL) and extracted with EtOAc (2 x 25 mL) . 
The combined organic extracts were washed with 
brine, dried (Na 2 S04), filtered, and concentrated 
under reduced pressure. This residue was purified 

25 by silica gel flash chromatography (25% EtOAc in 

hexane) to afford 0,11 g (40%) of methyl 4-[[5-[(4- 
amino-sulfonyl) phenyl] -4-phenyl-oxazol-2- 
yl ] methyl ] benzenepropynoate as a brown amorphous 
powder: ^-H-NMR (CDCl 3 /3 00 MHz) 7.87 (d, 2H, J = 8.7 

30 Hz), 7.68 (d, 2H, J = 8.7 Hz), 7.59 (m, 4H) , 7.43 
(m, 5H), 4.78 (s, 2H) , 4.25 (s, 2H) , 3.84 (s, 3H) 
FABMS m/z = 473 (M+H+) HRMS (calcd for C26H23N2O5S 
473.1171) 473.1181. 

35 gtep 3; Preparation of 4-rr^-ff*- 

aminosulf onv l ) phenyl 1 



WO 96/36617 



PCT/US96/06992 



206 

-4-PhenvJ.-oxazol-2-vl1methvnbenzenep ropanoic acid 

A mixture of methyl 4-[[5-[(4- 
aminosulf ony 1 ) phenyl ] 

- 4 -pheny I - oxaz o 1 ^ 2 -y 1 ] me thy 1 ] benz enepr opy noa t e ( S t ep 
5 2) (0.12 g, 0.25 ramol) in tfeOH (5 jfiL) was 

hydroger;ated in the presence of 10% Pd/C (0.13 g) at 
50 psi for 3 h 4t roorn temperature, The catalyst 
was removed by filtration, the filtrate was 
concentrated, an4 the residue was stirred with 1M 

10 LiOH (1 mL) in MeOH (0.7 mL) and water (0.3 mL) for 
1 h. The reaction mixture was cjilutecj with 5% 
citric acid (10 mL) and extracted with EtOAc (2 x 20 
mL) . The combined organic extracts were washed with 
water, dried (Na^SO^, filtered, and concentrated 

15 under reduced pressure to afford 0.08 g (69%) of 4- 
[ [5-[ (4-aminosulfonyl) phenyl] -4-phenyl-oxazol-2- 
yl] methyl ] benzenepropanoic scid as a light brown 
amorphous powder : Iji-NHR (CDCI3/3OO MHz) 7.83 (d, 
2H, J = 8.7 Hz), 7,66 (4, 2H, J = 8.7 Hz), 7.58 (m, 

20 2H), 7.39 (m, 3H) , 7.31 (d, 2H, J = 8.1 Hz), 7.19 

(d, 2H, J = 8.1 Hz), 4,9 (s, 2H) , 4.18 (s, 2H) , 2.95 
(t, 2H, J = 7.0 Hz), 2.68 (t, 2H, J = 7.0 Hz) FABMS 
m/z = 463 (M+H+) . HRMS (calcd for C25H23N2O5S 
463.1328) 463.1324. 

25 

Other representative examples prepared by 
similar methods from 5- [ { 4 -aminosulfonyl) phenyl] -4- 
phenyl-2-[ (4-iodophenyl)methyl]oxazole are 
30 summarized in Tables 3 and 4. 
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Example 141 




5 5 - t (4^A^i^psi;lf p^yl) phenyl J - 4- (4- 

f luorophenyl)q*a?ole-?^pejitai*oic acid 

Step 1, Preparation of 2- f ( 4 -aminosulfonvl) phenyl 1 -1- (p- 
fluorophenvl ) -ethanone. 

10 Neat 2- (phenyl) -1- (p-f luorophenyl) ethanone (6.10 g, 

28.54 mmol) was cooled to -78 °C in a dry ice methanol 
bath. Chlorosulfonic acid (15.0 mL) was added, and the 
solution was warmed to room temperature over 1 h. The 
solution was stirred for 2 h and poured directly into 

15 ice. The resulting heterogenous aqueous solution was 
extracted with ethyl acetate (2 x 300 mL) . The ethyl 
acetate layers were combined, extracted with water (1 x 
100 mL) and mixed with ammounium hydroxide solution (50 
mL) for 1 h. The ethyl acetate was collected, extracted 

20 with IN HC1 (2 x 200 mL) , brine (1 x 200 mL) , and dried 
over sodium sulfate. The solvent was removed to a volume 
of 50 mL and crystals formed. The crystals were kept at 
room temperature for 4 h and collected by vaccuum 
filtration to give 3.1 g (37%) of 2- [(4- 

25 aminosulfonyl) phenyl] -1- (p-f luorophenyl ) ethanone: m.p. 

198-204 °C. lH NMR (CD 3 OD/300 MHz ) 4.46 (s, 2H) , 7.23 (t, 
2H, J = 8.8 Hz), 7.43 (d, 2H, J = 8.5 Hz), 7.85 (d, 2H, J 
= 8.5 Hz). 8.10-8.20 (m, 2H) . FABMS m/z = 294 (m+H + ) HRMS 
(calcd for C14H13FNO3S 294.0600) 294.0583. 



30 
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S^ft 2 ; Preparation of 2-f (4-airnr^Tl fonvl) phenyl 1 -2- 

bromo-1- (n-f1uoro-nhPnYl 1 [ethanen^ 

To a solution Qf 2-[ (4 -ami^osulfonyl) phenyl] -1- (p- 
f luorophenyl) ethanone (Step 1) (2.93 g, 10.00 mmol) in 
5 acetic acid (25 mL) at room temperature was added 33% 
HBr in acetic acid (5.0 mL) , followed by bromine (1,59 g, 
10.00 mmol), arid the solution was stirred at room 
temperature for 1 h. The acetic $cid was removed at 
reduced pressure, and the resulting yellow liquid was 

10 poured into ethy; acetate (100 wL>) . This solution was 
washed with saturated sodium bicarbonate (2 x 100 mL) , 
and brine (100 mL) . The ethyl acetate layer was dried 
over anhydrous sodium sulfate, filtered, and the solvent 
was removed at reduced pressure to give 3.21 g (86%) of 

15 2- [ ( 4 -aminosulf onyl) phenyl] -2-bromo-l- (p- 

fluorophenyl) ethanone as a gummy foam: *H NMR (CDCI3/3OO 
MHz) 5.05 (bs, 2H), 6.30 (s, 1H) , 7.16 (t, 2H, J = 8.6, 
Hz), 7.67 (d, 2H, J = 8;5 Hz), 7.92 (d, 2H, J =8.5 Hz), 
8.02-8.07 (m, 2H). FABMS m/z = 389 (m+NH 3 + ). HRMS (calcd 

20 for Ci4Hi ? BrFN0 3 S 371.9705) 371,9721. 

Step 3; Preparat ion of methvl 5-f (4- 

aminosul frmvl ) phenyl] - 4- U-f lnopro-phenvl ) oxazole-2- 
pent annate 

25 A mixture of 2- [ (4 -aminosulf onyl) phenyl] -2-bromo-l- 

(p-f luorophenyl) ethanone (Step 2) (760 mg, 2.56 mmol) and 
the sodium salt of adipic acid monomethyl ester (550 mg, 
2.91 mmol) were combined in dimethylf ormamide (5.0 mL) 
and stirred at room temperature for 1 h. The solvent was 

30 removed at reduced pressure, and the residue was taken up 
in ethyl acetate (35 mL) . This solution was washed with 
saturated aqueous ammonium chloride (2 x 25 mL) , dried 
over anhydrous sodium sulfate, and the solvent removed at 
reduced pressure to give 924 mg (80%) of the desired cc- 

35 acyloxy ketone intermediate as a thick yellow oil: l R NMR 
(CDC13/300 MHz) 1.70-1.95 (m, 4H) , 2.31 ( t, 2H, J = 6.9 
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Hz), 2,43-2.57 (m, 2H) , 4-95 (bs, 2H) , 6 ..85 (s, 1H) , 7.11 
<t, 2H, J = 8.6 Hz), 7 r G0 (d, 2H, J = 8.3 Hz), 7.91 (d, 
2H, J = 8.3 Hz), 7 ? 95-8.00 (m, 2n) . FABMS m/z = 452 
(m+H + ). KWS (calc4 for G ? iH23FN0 7 S 452.1179) 452.1209. 
5 This a-acylpxy Jcetone intermediate (861 mg, 1.90 

mmol) an<J spnmpniu^ ^cet^te (1014 wg, 13.1 mmol) were 
refluxed in acetic $cid (5 mL) for 2 h. The solution was 
poured into water (25 mL) $n4 extracted with ethyl 
acetate (3 x 25 mL) , The ethyl ^cet^te extracts were 

10 combined and w^sftec} yritlfx satur$te4 solium bicarbonate (3 
x 50 icOj), and saturated ^quepup sotfium chloride (1 x 50 
mL) . The solution was driec} over anhydrous sodium 
sulfate, filtered, and the solvent was removed at reduced 
pressure. The resulting residue was purified by flash 

15 chromatography on silica gel to give 371 mg (45%) of 

methyl 5- [ (4-aminP-sulfonyi) phenyl] -4- (4-f luorophenyl) - 
oxazole-2-pentanpate as a gupiy yellow semi-solid; *h NMR 
(CD 3 OD/300 Mh?) 1,64-1,99 (m, 48), 2.41 (t, 2H, J = 7.2 
Hz), 2.91 (t, 2H, J = 7.3 Rz), 3.65 (s, 3H) , 7,17 "(t, 2H, 

20 J = 8.9 Hz), 7.57-7.61 (m, 2H) , 7.67 (d, 2H, J = 8.6 Hz), 
7.88 (d, 2H, J = 8.6 Hz). FABMS m/z = 433 (m+H + ) . HRMS 
(calcd for C21H22FN2O5S 433.1233) 433.1213. 

SteP 4; Preparation of 5-f (4-aminosul fonvl) phenyl 1 ~4- 

25 (4-flyoroph fflVl)-oxazole-2-T)entanoic acid 

Methyl 5-[ (4-aminosulf onyl) phenyl] -4- (4- 
fluorophenyl)oxazole-2-pentanoate (Step 3) (264.0 mg, 
0.61 mmol) and lithium hydroxide monohydrate (100.0 mg, 
2.40 mmol) were mixed in tetrahydrofuran/methanol/water 

30 (10.0 mL, 7:2:1) at room temperature for 16 h. The 

solution was acidified with 10% aqueous hydrochloric acid 
(pH = 1) and poured into ethyl acetate (30 mL) . The 
solution was extracted with 10% aqueous hydrochloric acid 
(10 mL) . The ethyl acetate layer was dried over sodium 

35 sulfate, filtered, and the solvent was removed at reduced 
pressure to give 251 mg (99%) of the desired product 5- 
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[ { 4 -amino sulfonyl) -phenyl] -4- (4-f luorophenyl) -oxazole-2- 
pentanoic acid as a wftite solid: m.p. 164.0-165.6 °C. 1h 
NMR (CD 3 OD/300 *4Hzj (m, 4H) , 2.38 (t, 2H, J = 

7.2 Hz), 2.92 (t, 2H f J = 7.3 Hz), 7.17 (t, 2H, J = 8.8 
5 Hz), 7.57-7.6; (m, 2#) , 7 f 68 (4, 2H f J = 8.6 Hz), 7,88 
(d, 2H, J = 8.6 Hz). FABMS m/z = 419 (m+H + ). HRMS (calcd 
for C20H20FN2O5S 419.1077) 419.1082. 

Example X42 

10 

F 




4- t?-Etbyl-4-(3-f luor-ophenyl) -oxazol-5- 
yl J benzene sulfonamide 

15 

St e ? 1: Proration Of 1- (3-f luorophenv l) -2-nhenvl- 

etton-l-pne 

3-Fluorobenzaldehyde (10.0 g, 81 mmol), 
dichlorome thane (100 mL) , and zinc iodide (5 mg) were 

20 stirred at 0 °C under nitrogen. Trimethylsilylcyanide 
(8.83 g, 89 mmol) was added dropwise with a slight 
exotherm. The cooling bath was removed and the reaction 
proceeded for 2 hours when water (5 mL) was added 
dropwise. The mixture was washed with brine (2 X 30 mL) , 

25 dried over magnesium sulfate, and concentrated under high 
vacuum. The resulting oily residue was dissolved in 
tetrahydrofuran (150 mL) and cooled to -78 P C under 
nitrogen. Lithium diisopropylamine (2.0 M solution in 
heptane/tetrahydrofuran/ethylbenzene, 45 mL, 90 mmol) was 

30 added dropwise maintaining the temperature below -60 °C. 
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The reaction was stirred for 1/2 hour and benzyl bromide 
was added (15.4 Q, 90 mjnol) all at once. The cooling 
bath was removed $nd the mixture was stirred until the 
temperature re^c^ed ^15 °G $nd poured into a stirred 
5 solution of IN Jiydrocftloric acid (150 mL) and 

trifluoroacetic acid (10 mL) . After one hour, the 
mixture was extracted with ethyl acetate (2 X 50 mL) , 
combined, washed with brine (2 X 50 jnL) , and 
concentrated. The resulting dark oily residue was 
10 treated with 2.5 N sodium ftydroxi4e, snd a solid was 
collected by filtration, Recryst^lliz^tion from 
ethanol/water resulted in 11.4 g of a light yellow solid: 
mp 54.6-57.0 °C. This material was used in the. next step 
without further purification or characterization. 

15 

Step 2. Preparation of 1- (3-f luorophenyl) -2-bromo-2- 

1- (3-Fluorophenyl) -2 -phenyl -etftan-1 -one (Step 1) 
(4.28 g, 20 mmol), acetic acid (50 mL) , 33% hydrobromic 

20 acid in acetic acid (10 mL) , and bromine (3.2 g, 20 mmol) 
were stirred at room temperature for 2 hours. The 
mixture was concentrated and ethyl acetate (150 mL) was 
added. After washing with brine, drying over magnesium 
sulfate, and concentrating, 5.3 g of a brown oil was 

25 obtained. This material was used in the next step 
without further purification or characterization. 

Step 3, Preparation of 2-ethvl-4- ( 3 -f luorophenvl ) -5- 

phenvloxazole . 

30 1- (3-Fluorophenyl) -2-bromo-2-phenyl-ethan-l-one 

(Step 2) (1.5 g, 5.15 mmol), N' ,N' -dimethylf ormamide (25 
mL), sodium hydroxide (60%, 0.23 mL, 5.67 mmol), and 
propionic acid (0.33 g, 5.67 mmol) were stirred at room 
temperature overnight. After the addition of ethyl 

35 acetate (100 mL) , the mixture was washed successively 

with IN hydrochloric acid, brine, and water. The organic 
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solution was dried over magnesium sulfate and 
concentrated. The resulting oily residue was dissolved 
in acetic acid (50 mL) and ammonium acetate (6,0 g) was 
added. After re fluxing for 12 Jioujrs, the mixture was 
5 concentrated, dissolved in ethyl #cetcite (100 mL) , washed 
with brine, dried and concentrated. Purification by 
flash column chromatography (elutir^g with hexanes : ethyl 
acetate (20:1)) yielded 0.6 g of a light yellow oil 
which formed an oily solid upon standing: NMR 
10 (CDCl 3 /300 MHz) 7,57 (m, 2H) , 7,5-7,25 (m, 5H) , 7,02 (m, 

1H) , 2,88 (q, J = 8.7 Hz, 2H) , l r 42 (t, J = 8.7 Hz, 3H) . 
This material was used in the next step without further 
purification or characterization, 

15 Step 4; Preparation of 4- fa -ethyl-*- ( 3-f luorophmyl ) - 

Pxazol-5-vJ IbenzeneRulfonamide 

Chlorosulfonic acid (10 mL) was cooled to -78 °c. 
2-Ethyl-4- (3-fluorophenyl) -5-phenyloxazole (Step 3) (0.6 
g, 22 mmol) was dissolved in a minimum amount of 

20 dichloromethane and added dropwise. The mixture was 

stirred and warmed to room temperature over 5 hours, when 
it was added dropwise to ice (500 mL) . Ammonium 
hydroxide (100 mL) and ethyl acetate (100 mL) were added 
and the mixture was stirred overnight. The layers were 

25 separated and the organic phase was washed with 1 N 
hydrochloric acid, and brine. After drying over 
magnesium sulfate and concentrating, 0.4 g of a light 
yellow solid was recrystallized from ethanol water: mp 
133.5-135.1 °C. ^ NMR (acetone-dg/300 MHz) 7.96 (d, J = 

30 9.3 Hz, 2H), 7.78 (d, J = 9.3 Hz, 2H) , 7.5-7.3 (m, 3H) , 
7.18 (m, 1H), 6.70 (bs, 2H) , 2.90 (q, J = 8.3 Hz, 2H) , 
1.40 (t, J = 8.3 Hz, 3H) . FABHRMS m/z 347.0848. (M + H, 
C 17 H 15 FN203S calcd 347.0866). 



35 
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Rat Carrageenan Foot Pad Edema Test 

The carrageenan foot edem^ test was performed with 
materials, reagents and procedures essentially as 
described by winter, et al. , (ftrpc, Soc. Exp. Biol. Med., 
5 111, 544 (196?)), jfsle Spr^gue^p^ley rats were selected 
in each group so that t^e syer^ge fcody weight was as 
close as possible, flats were fasted with free access to 
water for over sixteen hours prior to the test. The rats 
were dosed orally (i mL) with compounds suspended in 

10 vehicle containing 0.5% methylcellulose and 0.025% 
surfactant, or with vehicle alp^e. One hour later a 
subplantar injection of 0.1 mL of 1% solution of 
carrageenan/ sterile 0,9% saline was administered and the 
volume of the injected foot was measured with a 

15 displacement plethysmometer connected to a pressure 

transducer with a digital indicator. Three hours after 
the injection of the carrageenan, the volume of the foot 
was agaiji measured. The average foot swelling in a group 
of drug-treated animals was compared with that of a group 

20 of placebo-treated animals and the percentage inhibition 
of edema was determined (Otterness and Bliven, Laboratory 
Models for rating NFfiTpr*, in Non-steroidal Anti- 
inflammatory PyygP/ (J. Lombardino, ed. 1985)). The % 
inhibition shows the % decrease from control paw volume 

25 determined in this procedure and the data for selected 
compounds in this invention are summarized in Table 6. 

Rat Carrageenan-induced Analgesia Test 

The analgesia test using rat carrageenan was 

3 0 performed with materials, reagents and procedures 

essentially as described by Hargreaves, et al. # ( Pain , 
12./ 77 (1988)). Male Sprague-Dawley rats were treated as 
previously described for the Carrageenan Foot Pad Edema 
test. Three hours after the injection of the 

35 carrageenan, the rats were placed in a special plexiglass 
container with a transparent floor having a high 
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intensity lamp as a r^di^t heat source, posit ionable 
under the floor ♦ After ari initial twenty minute period, 
thermal stimulation w^s begun on either the injected foot 
or on the contralateral unijijected foot, A photoelectric 
5 cell turned off the lajnp ^nd timer when light was 

interrupted by paw withdrawal . The time until the rat 
withdraws its foot was then measured. The withdrawal 
latency in seconds was determined for the- control and 
drug-treated groups, and percent inhibition of the 
10 hyperalgesic foot withdrawal determined. Results are 
shown in Table 6. 

TA3^E 6 f 

RAT PAW ZDEm ANALGESIA 
15 % Inhibition % Inhibition 

6 IQmq/ka body weight Q 20mo/ka hodv weight 

Example 



20 



25 



30 



1 


41* 


44 


3 


30 




7 


24 




8 


12 




10 


18 




11 


42 




16 


26 




28 


2 




30 


4 




31 


5 




52 


6ll 




55 


371 




70 


461 





1 @ 30mg/kg body weight 
* & 20ma/ka hodv wpirrhh 



35 



Evaluation of COX I and COX II activity in vitro 

The compounds of this invention exhibited inhibition 
in vitro of COX-2. The COX-2 inhibition activity of the 
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compounds of this invention illustrated in the Examples 
was determined by tjie following methods. 

flt Preparation of recoTTibi pant COX baculoviruses 
5 Recombinant COX-1 $nd COX- 2 were prepared as 

described by Gierse et al, [J ? piochem. , 305, 479-84 
(1995)]. A 2.0 Kb fragment containing the coding region 
of either human op taurine COX^l or human or murine COX-2 
was cloned into a BamH} site of tlie baculovirus transfer 

10 vector pVL1393 (Inyitroger;) to generate the baculovirus 
transfer vectors for COX-i srtf CO??-? in a manner similar 
to the method of p.R, O'Reilly et a; (Baculovirus 
Expression Vectors: A Laboratory Manual (1992)). 
Recombinant baculoviruses were isolated by transfecting 4 

15 \ig of baculovirus transfer vector PNA into SF9 insect 

cells (2xl0 8 ) ^long with 200 ijg of linearized baculovirus 
piasmid PNA by the calcium phosphate method. See M.D. 
Summers and G.E. "Smith, A Manual of Methods for' 
Baculovirus Vectors $nd Insect Cell Culture Procedures, 

20 Texas Agric. Exp. Station Bull. 1555 (1987). Recombinant 
viruses were purified by three rounds of plague 
purification and high titer (10 7 - 10 8 pfu/ml ) stocks of 
virus were prepared. For large scale production, SF9 
insect cells were infected in 10 liter fermentors (0.5 x 

25 10 6 /ml) with the recombinant baculovirus stock such that 
the multiplicity of infection was 0.1. After 72 hours 
the cells were centrifuged and the cell pellet 
homogenized in Tris/Sucrose (50 mM: 25%, pH 8.0) 
containing 1% 3- [ (3-cholamidopropyl) dimethylammonio] -1- 

30 propanesulfonate (CHAPS) . The homogenate was centrifuged 
at 10,0O0xG for 30 minutes, and the resultant supernatant 
was stored at -80°C before being assayed for COX 
activity. 



35 



b, Assay for COX-1 and COX-2 activity 
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COX activity was assayed as PGE2 formed/jig 
protein/time using $n EJjISA to detect the prostaglandin 
released, CHAPS-spXukilized insect cell membranes 
containing the appropriate COX enzyme were incubated in a 
5 potassium phosphate buffer (50 mM, pfi 8,0) containing 
epinephrine, phenol, and heme with the addition of 
arachidonic acid (10 • Compounds were pre-incubated 
with the enzyme for 10^20 minutes prior to the addition 
of arachidonic acid- Any react iox\ between the 

10 arachidonic acicj emd the enzyme was stopped after ten 

minutes at 37PC/room temperature by transferring 40 \xl of 
reaction mix into 160 \il ELISA buffer and 25 uM 
indomethacin. ^he PGE2 formed was measured by standard 
ELISA technology (Cayman Chemical) . Results are shown in 

15 Table 7, 

TABLE 7 ♦ 

COX-1 COX-2 

2 0 Example TP^ f iM ID ^ 1 M- M 



1 


6.9 


<0.1 


3 


>10 


<0.1 


14 


>30 


>10 


15 


>30 


0.2 


25 


>10 


0.5 


28 


>100 


<0.1 


30 


>100 


<0.1 


31 


>100 • 


<0.1 


32 


15.9 


<0.1 


35 


72 


7.9 


36 


' 24.7 


1.4 


38 


72 


<0.1 


39 


>100 


79 


40 


26 


<0.1 
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GO*-?. COX-2 

Example ... — — idr^ um rn^ |iw 

5 4? XI ? 4 <0.1 

51 14-0 <0.1 

52 35 0.2 

53 >1Q0 0.5 
58 31, Q <0.1 

10 67 33 0.8 

69 79 0.5 

70 >100 <0.1 

71 51 0.1 

72 >100 2.2 
15 73 47,5 <0.1 

75 >100 <0.1 

76 >100 2.7 

77 18 <0.1 

78 >100 2.8 
20 82 >100 0.5 

83 33 1.6 

85 >100 2.7 

88 20.3 <0.1 

89 >100 2.1 
25 91 >100 6.2 

92 28.3 0.2 

93 >100 11.2 

94 17.5 0.1 

95 >100 1.9 
30 96 17.5 0.1 

100 >100 3.2 

101 >100 3.0 
103 11.3 <0.1 
106 14.8 <0.1 

35 112 >100 2.7 

113 >100 0.4 
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TABIDS ?♦ (cont) 

COX-1 COX-2 

Example _iagQ um td^ ,. w 

5 115 >100 ' 7.5 

120 34 0,4 

122 35.5 0,2 

123 >100 1.5 

124 >100 <o.l 
10 130 >100 7.7 

131 >100 8.4 

13? 26.5 o.l 

141 65.5 i.i 



15 
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Also embraced within this invention is a class of 
pharmaceutical compositions comprising the active 
compounds of this combination therapy in association with 
one or more non- toxic, pharm^ceutically-acceptable 
carriers and/or diluents and/or adjuvants (collectively 
referred to herein as "carrier" materials) and, if 
desired, other active ingredients. The active compounds 
of the present invention may be administered by any 
suitable route, preferably in the form of a 
25 pharmaceutical composition adapted to such a route, and 
in a dose effective for the treatment intended. The 
active compounds and composition may, for example, be 
administered orally, intravascularly (IV) , 
intraperitoneally, subcutaneous ly , intramuscularly (IM) 
30 or topically. 

For oral administration, the pharmaceutical 
composition may be in the form of, for example, a tablet, 
hard or soft capsule, lozenges, dispensable powders, 
suspension or liquid. The pharmaceutical composition is 
35 preferably made in the form of a dosage unit containing a 
particular amount of the active ingredient. Examples of 
such dosage units are tablets or capsules. 
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The active ingredient iriay also be administered by 
injection (IV, IM, sufccx^tapeous or jet) as a composition 
wherein, for example, saline, dextrose, or water may be 
used as a suitable carrier. The pH of the composition 
5 may be adjusted, if necessary, with suitable acid, base, 
or buffer. Suitable bulking, dispersing, wetting or 
suspending agents, including inannitol and PEG 400, may 
also be included in the composition, A suitable 
parenteral composition can §lso include a compound 

10 formulated $s $ sterile solid substance/ including 

lyophilized powder, in injection vials. Aqueous solution 
can be added to dissolve the compound prior to injection. 
The amount of therapeutically active compounds that 
are administered and the dosage regimen for treating a 

15 disease condition with the compounds and/or compositions 
of this invention depends on a variety of factors, 
including the age, weight, sex and medical condition of 
the subject, the severity of the inflammation or 
inflammation related disorder, the route and frequency of 

20 administration, and the particular compound employed, and 
thus may vary widely. The prodrug compositions should 
include similar dosages as for the parent compounds. The 
pharmaceutical compositions may contain active 
ingredients in the range of about 0.1 to 1000 mg, 

25 preferably in the range of about 0.5 to 250 mg and most 
preferably between about 1 and 60 mg. A daily dose of 
about 0.01 to 100 mg/kg body weight, preferably between 
about 0.05 and about 20 mg/kg body weight and most 
preferably between about 0.1 to 10 mg/kg body weight, may 

30 be appropriate. The daily dose can be administered in 
one to four doses per day. 

In the case of skin conditions, it may be preferable 
to apply a topical preparation of compounds of this 
invention to the affected area two to four times a day. 

35 For disorders of the eye or other external tissues, 

e.g., mouth and skin, the formulations are preferably 
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applied as a topical gel, spray, ointment or cream, or as 
a suppository, containing the active ingredients in a 
total amount of, for example, 0,075 to 30% w/w, 
preferably 0.2 to 20% w/w ajid most preferably 0,4 to 15% 
5 w/w. When formulated in an ointment, the active 

ingredients may be employed witti either paraffinic or a 
water-miscible ointment fc^se. Alternatively, the active 
ingredients may be formulated in a cream with an oil-in- 
water cream base. If desired, the aqueous phase of the 

10 cream base may include, for example at least 30% w/w of 
a polyhydric alcohol such as propylene glycol, butane- 
1,3-diol, mannitol, sorbitol, glycerol, polyethylene 
glycol and mixtures thereof, ^he topical formulation may 
desirably include a compound which enhances absorption or 

15 penetration of the active ingredient through the skin or 
other affected are^s. Examples of such dermal 
penetration enhancers include dimethylsulf oxide and 
related analogs. The compounds of this invention can 
also be administered by a transdermal device. Preferably 

20 topical administration will be accomplished using a patch 
either of the reservoir and porous membrane type or of a 
solid matrix variety. In either case, the active agent 
is delivered continuously from the reservoir or 
microcapsules through a membrane into the active agent 

25 permeable adhesive, which is in contact with the skin or 
mucosa of the recipient. If the active agent is absorbed 
through the skin, a controlled and predetermined flow of 
the active agent is administered to the recipient. In 
the case of microcapsules, the encapsulating agent may 

3 0 also function as the membrane. The transdermal patch may 
include the compound in a suitable solvent system with an 
adhesive system, such as an acrylic emulsion, and a 
polyester patch. 

The oily phase of the emulsions of this invention 

3 5 may be constituted from known ingredients in a known 
manner. While the phase may comprise merely an 
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emulsifier. it may comprise a mixture of at least one 
emulsifier with a {at op sffi oil or with both a fat and an 
oil. Preferably, 3 hy4rophilic emulsifier is included 
together with a lipophilic emulsifier which acts as a 
5 stabilizer- It is $lso preferre4 to include both an oil 
and a fat. Together f the emulsifier (s) with or without 
stabilizer (s) m^ke-up the so-called emulsifying wax, and 
the wax together with the oil $nd fat make up the so- 
called emulsifying ointment base which forms the oily 

10 disperse^ phase of the cream formulations, Emulsifiers 
and emulsion stabilizers suitable for use in the 
formulation of the present invention include Tween 60, 
Span 80, cetpste^ryi alcohol, myristyl alcohol, glyceryl 
monostearate, and sodium lauryl sulfate, among others. 

15 The choice of suitable oils or fats for the 

formulatio.i is based on achieving the desired cosmetic 
properties, since the solubility of the active compound 
in most oils lively to be used in pharmaceutical emulsion 
formulations is very low. Thus, the cream should 

20 preferably be a non-greasy, non-staining and washable 

product with suitable consistency to avoid leakage from 
tubes or other containers. Straight or branched chain, 
mono- or dibasic alkyl esters such as di-isoadipate, 
isocetyl stearate, propylene glycol diester of coconut 

25 fatty acids, isopropyl myristate, decyl oleate, isopropyl 
palmitate, butyl stearate, 2-ethylhexyl palmitate or a 
blend of branched chain esters may be used. These may be 
used alone or in combination depending on the properties 
required. Alternatively, high melting point lipids such 

30 as white soft paraffin and/or liquid paraffin or other 
mineral oils can be used. 

Formulations suitable for topical administration to 
the eye also include eye drops wherein the active 
ingredients are dissolved or suspended in suitable 

35 carrier, especially an aqueous solvent for the active 

ingredients. The antiinflammatory active ingredients are 
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preferably present in such formulations in a 
concentration of 0.5 to 20%, advantageously 0.5 to 10% 
and particularly about 1.5% w/w. 

For therapeutic purposes, tjie active compounds of 
5 this combination invention are ordinarily combined with 
one or more adjuvants appropriate to the indicated route 
of administration. if administered per os, the 
compounds may £e admixed witti lactose, sucrose, starch 
powder, cellulose esters of alkanoic acids, cellulose 

10 alkyl esters, talc, stearic acid, magnesium stearate, 
magnesium oxide, sodium and calcium salts of phosphoric 
and sulfuric acids, gelatin, acacia gum, sodium alginate, 
polyvinylpyrrolidone, and/or polyvinyl alcohol, and then 
tableted or encapsulated for convenient administration. 

15 Such capsules or tablets may contain a controlled-release 
formulation as may be provided in a dispersion of active 
compound in hydroxypropylmethyl cellulose. Formulations 
for parenteral administration may be in the form of 
aqueous or non-aqueous isotonic sterile injection 

20 solutions or suspensions. These solutions and 

suspensions may be prepared from sterile powders or 
granules having one or more of the carriers or diluents 
mentioned for use in the formulations for oral 
administration. The compounds may be dissolved in water, 

25 polyethylene glycol, propylene glycol, ethanol, corn oil, 
cottonseed oil, peanut oil, sesame oil, benzyl alcohol, 
sodium chloride, and/or various buffers. Other adjuvants 
and modes of administration are well and widely known in 
the pharmaceutical art. 

30 Although this invention has been described with 

respect to specific embodiments, the details of these 
embodiments are not to be construed as limitations. 
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What is claimed is: 



1. A compound of Formula II 




wherein is selected from lower alkyl and 
amino; whereip r4 i s selected from hycjrido, alkyl, 
alkylamino, alkoxy and halo; and wherein R 5 is selected 

10 from halo, mercapto, carboxy^lkylthio, 
carboxyalkylthioalkyl, carboxy^lkoxy, 
carbo^alkoxyalkyl , haloalkoxy, alkyl thio, 
alkylsulfinyl, alkylsulfonyl, alkoxy, aryloxy, 
alkylamino, aminocarbonyl , alkoxyalkyl , 

15 carboxy(haloalkyl) , aminoalkyl, hyclroxyalkoxyalkyl, 

alkylcarbonyl, phosphonylalkyl , alkylcarbonylaminoalkyl, 
aralkoxycarbonylaminoalkyl, amino acid residue, 
heterocyclylalkyl, and cyanoalkyl; or a 
pharmaceutically-acceptable salt thereof. 

20 

2. Compound of Claim 1 wherein R 2 is selected from 
lower alkyl and amino; wherein R 4 is selected from 
hydrido, lower alkyl, lower alkylamino, lower alkoxy and 
halo; and wherein R 5 is selected from halo, mercapto, 

25 lower carboxyalkylthio, lower carboxyalkylthioalkyl , 

lower haloalkoxy, lower alkylthio, lower alkylsulf inyl, 
lower alkylsulfonyl, lower alkoxy, aryloxy, lower 
alkylamino, aminocarbonyl , lower alkoxyalkyl, lower 
carboxy (haloalkyl) , lower aminoalkyl, lower 

30 hydroxyalkoxyal^l , lower alkylcarbonyl, lower 
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phosphonylalkyl, lower alkylcarbonylaminoalkyl, lower 
aralkoxycarbonyl^minoalkyl , amino acid residue, lower 
heterocyclylalkyl, and lower cyanoalkyl ; or a 
pharmaceutically-acceptable salt thereof* 

5 

3. Compound of Claim 2 wherein R 2 is selected from 
methyl and amino; wherein R 4 is selected from hydrido, 
methyl, ethyl, n-propyl, isopropyl, butyl, tert -butyl, 
isobutyl, amino, methoxy, ethoxy, propoxy, butoxy, N- 

10 methylamino, N,N-dimethylamino, fluoro, chloro, bromo 
and iodo; and wherein R 5 is selected from chloro, 
fluoro, broirio, iodo, mercapto, csrboxymetbylthio, 
carboxyethy lthio , carboxy ethyl thiomethyl , 
trifluoromethoxy, methylthio, ethylthio, methylsulfinyl, 

15 methylsulfonyl, methoxy, ethoxy, propoxy, butoxy, 

phenyloxy, benzyloxy, N-methylamino, N,N-dimethylamino, 
N,N-diethylamino, aminocarbonyl , methoxymethy 1 , a-bromo- 
carboxymethyl , aminoethyl , 

bi s ( hydroxymethyl ) me thoxymet hy 1 , me thy 1 carbony 1 , N- 
20 methylcarbonylaminomethyl , aminopropyl , 

pyrrolidinylmethyl, pyrrol idinylethyl , pyrrolylpropyl, 

pyrrolylethyl, methylcarbonylaminomethyl, N- 

{ benzy loxycarbony 1 ) aminomethy 1 , N- 

( benzyloxy carbony 1) aminoethyl, N- 
25 (benzyloxy carbony 1) aminopropyl, N-methyl-N- 

( benzy loxycarbony 1 ) aminoethy 1 , [N- 

(pheny lmethoxy carbony 1 ) amino ] methoxy carbonylpropyl , [N- 
(phenylmethoxycarbonyl) amino] carboxypropyl, 
piperidinyl ethyl, tetrazolylpentyl, and cyanopentyl; or 
30 a pharmaceutically-acceptable salt thereof. 

4. Compound of Claim 3 selected from compounds and 
their pharmaceutically-acceptable salts, of the group 
consisting of 

35 

phenylmethyl [2- [5- [4- (aminosulf onyl) phenyl] -4- 
phenyloxazol -2 -yl ] methyl ] carbamat e ; 
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phenylmethyl [2- [5 - [4- (aminosulf onyl) phenyl] -4- 

phenyloxazol -2 -y 1 ] ethyl ] carbamate ; 
phenylmethyl [2- [5- [4- (aminosulf onyl ) phenyl] -4- 
phenyloxazol-2 -yl ] ethyl ] methy; carbamate ; 
5 phenylmethyl [2- [5-r (4- (aflaiftpsulfo^) phenyl] -4- 
phenylox^zol -2 ^yl ] propyl ] carb^m^t e ; 
methyl 5- [4- (aminosu;f onyl ) phenyl] -gR- 

[ [ (phenylmethoxy) c^rbanyljc^inno) -4-phenyloxazole-2- 
butanoate; 
10 5-[4-(aininosulfonyl)phenyl] -aR- 

[ [ (phenylmethoxy) carbonyl] amin^o] -4~phenyloxazole-2- 
butanoic acicj; 

4-[2-cyanopentyl«4"phenyloxazol-5-yl]benz 
4- [2-methoxymethyl-4-phenyl-5- 
15 oxazolyl]benzenesulfonamide; 

[5- [ (4-aminosulfonyl) phenyl] -4-phenyl-oxazol-2- 
y 1 ] propanamine ; 

4- [2- (l-pyfrolyl)propyl-4-phenyloxazol-5- 
yl ] benzenesul f onamide ; 
20 [5- [ (4-aminosulfonyl) phenyl] -4-phenyl-oxazol-2- 
yl ] ethanamine ; 
4- [ 2 - { 1-piperidiny 1 ) ethyl -4 -phenyloxazol-5- 

yl ] benzenesul f onamide ; 
4- [2- {l-pyrrolidinyl)methyl-4-phenyloxazol-5- 
25 yl] benzenesul f onamide; 

4- [2- [bis (hydroxymethyl)methoxy]methyl-4-phenyloxazol»5- 

yl ] benzenesul f onamide ; 
2- [5- [ (4-aminosulf onyl) phenyl] -4-phenyloxazol-2- 

yl]ethan-2-one; 
30 4 - [ 2 - chl oro - 4 -phenyl - 5 - oxa z oly 1 ] benz enesu 1 f onami de ; 

4- [ 2 -mercapto-4-pheny 1-5 -oxazolyl] benzenesul f onamide; 
4 - [2- (3-chlorophenoxy) -4 -phenyl- 5- 

( oxa zolyl ] benzenesul f onamide ; 

5- (4 -aminosulf onylphenyl) -4-phenyl-2- 
35 oxazolyDmercaptoacetic acid; 

4- [4 -phenyl -2- (2,2, 2-trif luoroethoxy-5- 
oxazolyl ] benzenesulf onamide ; 
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4- [2- (methyl thio) -4 -phenyl -5- 

oxazolyllbenzenesulfonain4.de; 
4- [2-methylsulfinyl) -4-phenyl-5- 

oxazolyl ] benzenesulf onamide ; 
5 4- [2- (methylsulf onyl) -4-phenyl-5- 

oxazolyl] benzenesulf onamicje ; 
4-[2-(2,3,4,5, 6-pefitaf luorophe^Qxy ) -4~phenyl-5- 

oxazolyl] benzenesulf on^inicje ; 
4- [2-methoxy-4-phenyl-5^^ 
10 ethyl 2- [ [5- (4^aminosulf onylphenyl) -4~phenyl-2- 

oxazoly 1 ] oxy] fcenzoat e ; 
ethyl 3-[ [5-(4-amiriQsulfQnylp^ 

oxazolyl] oxy] benzoate; 
4- [2- (N,N-dimethylamino) -4 -phenyl ^5- 
15 oxazolyl] benzenesulf onamide; 

4 -methyl -3 - 1 5 -phenyl -2 - 1 r i f luor omethy 1 -4 - 

oxazolyl] benzenesulf onamide ; 
4- [4 - (3-aminosu3.fonyl«4-methylphenyl) -2-trifluorometbyl- 

5-oxazolyl] benzenesulf onamide; 
20 4-methyl-3- [4-phenyl-2-trif luoromethyl-5- 

oxazolyl] benzenesulf onamide; 
4- [4-aminosulfonylphenyl) -5- (3-f luoro-4-methoxyphenyl) - 

2 -oxazolyl ]a-bromoacetic acid; 

4 - [ 4 - ( 3 -aminosul f ony 1 - 5 - f luoro -4 -met hoxypheny 1 ) -2 - 
25 trifluoromethyl-5-oxazolyl] benzenesulf onamide; 

5 - f luoro-4 -methoxy-3 - f 5 -phenyl -2 - t rif luoromet hyl -4 - 

oxa zolyl]benzenesulf onami de ; 
ethyl 4- [ [5- (4-aminosulf onylphenyl) -4-phenyl-2- 
oxazolyl ] oxy] benzoat e ; 
30 4- [5- (4-bromophenyl) -2-methoxymethyl-4- 
oxazolyl] benzenesulf onamide ; 
4 - [ 2 -met hoxymethy 1 - 5 -phenyl - 4 - 

oxazolyl ] benzenesul f onamide ; • 
4- [4- (4-chlorophenyl) -2-methoaymethyl-5- 
35 oxazolyl] benzenesulf onamide; * 
4- [4 - (3-chlorophenyl) -2-methoxymethyl-S- 
oxazolyl] benzenesulf onamide; 
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4- [5 - (4-chlorophenyl) -2-methoxymethyl-4- 

oxazolyl] benzenesulf onsmide ; 
4- [5- (3-chlorophenyl) -2-inethp3<ymethyl-4- 

oxazolyl ] benzenesul f onamide ; 
5 4- [5 - (4-fluorophenyl) -2-^ethoxy^ethyX-4- 

oxazolyl] benzenesul fqji^Kiide ; 
4- [4 -phenyl -2- (inet^ylca^onyl^noit\ethyl) -5- 

oxazolyljbenzer^esulf ojiamide; 
(R) 4-[4-phenyl-2- [2-(l-pyryoly;)ethyl] -5- 
10 oxazolyl] benzenesul fon^mide; ancj 

( S ) 4 - [ 4 -phenyl - [ 2 - ( 1 -pyr roly 1 ) ethyl ] - 5 - 

oxazolyl] benzenegulf on^riide . 

5 ? A compound of Formula II? 

15 




III 



ii 

0 



wherein R 2 is selected from lower alkyl and amino; 
wherein R 4 is selected from hydrido, lower alkyl , lower 

20 alkylamino, lower alkoxy and halo; wherein R 6 is -Y-Q; 
wherein Y is selected from aryl, heterocyclyl, 
alkoxyalkyl, aryloxyalkyl , alkylaryloxyalkyl, 
aralkoxyalkyl , alkylaralkoxyalky 1 , aininoalkyl , 
heterocycly lalkyl , alkylheterocycly 1 , 

25 alkylheterocycly lalkyl, alkylaralkyl, aralkyl, 
alkynylaralkyl , alkyl , alkylsulf onylalkyl , 
alkylthioalkyl, and alkylsulf onylaminoalkyl; and 
wherein Q is an acidic moiety selected from carboxylic 
acid, tetrazole, phosphorous-containing acids, sulfur - 

30 containing acids, and the amide, ester and salt 
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derivatives of said acids; provided Y is not methyl 
when Q is -P(O) (OH) 2; and further provided Y is not 
methyl or ethyl when Q carfcoxyl; or a 
pharmaceutically-acceptat)le salt thereof. 

5 

6. Compound of Claim 5 wherein R 2 is selected from 
lower alkyl $nd amino; wherein r4 is selected from hydrido, 
lower alkyl, lower alkoxy and halo; wherein Y is selected 
from phenyl, five $nd six membered Jieterocyclyl, lower 

10 alkoxyalkyl, lower aminoalky 1 , lower hetepocyclylalkyl, 
lower alkylheterocyclyl , lower alkylheterocycly lalky 1 , 
lower aryloxyalkyl , lower alkylaryloxyalkyl , lower 
aralkoxyalkyl, lower alkylaralkoxyalkyl , lower 
alkylaralkyl, lower alkynylaralkyl, lower aralkyl, lower 

15 alkylsulfonylalkyl, lower alkyl thioalkyl, alkyl, and lower 
alkyl sulfonylaminoalkyl ; wherein Q is selected from 
carbo>^l, lower alkoxycarbonyl , lower aralkoxycarbonyl , 
tetrazolyl, 

O 

^ P— OR 7 and 

1 

20 R 7 

and wherein each of R 7 and R 8 is independently selected 
from hydrido, lower alkyl, lower cycloalkyl, phenyl and 
lower aralkyl; or a pharmaceutically-acceptable salt 
25 thereof. 
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7. Compound of Claim 6 wherein R 2 is selected from 
methyl and amino; wherein R 4 is selected from hydrido, 
methyl, methoxy, fluoro, chloro and bromo; wherein Y is 

30 selected from phenyl, pyridyl, pyrrolyl, pyrrolidinyl, 
imidazolyl, piperidinyl, methoxymethyl , 3-aminopropyl, 
pyrrolylmethyl, pyrrolidinylmethyl, py rroly lpropyl , 
methylpyrrolyl, ethylphenylmethyl, methylphenylethyl, 
phenoxymethyl , methylphenoxymethyl, benzyl, 

35 ethylsulfonylmethyl, ethylthiomethyl , methylthiomethyl, 
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methy Ithioethyl , methyl, ethyl, propyl, pentyl, 2,2- 
dime thylpropyl , 2,2 -dimethylbutyl , 3,3 -dimethylbuty 1 , 2 - 
methy Ipropyl , butyl, and met^lsulfonylaitdnopropyl; wherein 
Q is selected from c^boxyl, jnethpxycarbony 1 / 
5 ethoxycarbonyl , tert -but oxycarbonyl , benzyloxycarbonyl , 
tetrazolyl, 

0 

II 

t- p —OR 7 $nd 

i 7 



G 

I! , 

T-T P — OR 6 

I 

OR 8 



10 and wherein each of R and R is independently selected 
frojri hydride, methyl, and ethyl; or 3 pharmaceutically- 
acceptable salt thereof. 

8. Compound of Claim 7 selected from compounds and 
15 their pha^naceutically-^cceptable salts, of the group 
consisting of 

5- [ (4-aminosulfonyl) phenyl] -4-phenyloxazole-2-pentanoic 
acid; 

20 methyl 5- [ (4-aminosulfonyl) phenyl] -4-phenyloxazole-2- 
pentanoate; 

methyl 5- [ (4-aminosulfonyl) phenyl] -4-phenyloxazole-2- 
butanoate; 

5- [ (4-aminosulfonyl) phenyl] -4-phenyloxazole-2-butanoic 
25 acid; 

3- [ [ [5- [4-aminosulfonyl) phenyl] -4-phenyloxazol-2- 

yl] methyl ]oxy] acetic acid; 
5-[ (4-aminosulfonyl) phenyl] -4-phenyl-p, p-dimethyloxazole- 

2-butanoic acid; 
30 methyl 5-[ ( 4-aminosulfonyl) phenyl ] -4-phenyloxazole-2- 

hexanoate; 

5- [ (4-aminosulfonyl) phenyl] -4-phenyloxazole-2-hexanoic 
acid; 

diethyl [ [5 - [ (4-aminosulfonyl) phenyl] -4-phenyloxazole-2- 
35 yl ] propyl ] phosphonate ; 
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[ [5- [ (4 -aminosulfonyl) phenyl] -4-phenyloxazole-2- 

yl] propyl ]phosphonic acid; 
diethyl [ [5- [ ( 4 -airdnosulfonyl) phenyl] -4-phenyloxazole-2- 

yl ] methyl ] phosphonate ; 
5 ethyl [ [5- [ ( 4-aminosulf onyl ) phenyl ] -4-phenyloxazole-2- 

yl ] methyl ] phosphonate ; 
3- t [ [5- [ 4 -aminosulfonyl) phenyl] -4-phenyloxazol-2- 

yl ] methyl ] sulf onyl] propanoic acid; 
methyl 3- [ [ [5- [4-aminosulf onyl) phenyl] -4-phenyloxazol-2- 
10 yl] ethyl] thio] acetate; 

3- [ [ [5 - [4 -aminosulfonyl) phenyl] -4-phenyloxazol-2- 
yl] ethyl] thio] acetic acid; 

tert -butyl 3- [ [ [5- [4 -aminosulfonyl) phenyl] -4- 
phenyloxazol -2 -yl ] methyl ] thio] acetate ; 
15 3-[ [ [5-[4-aminosulfonyl)phenyl]-4-phenyloxazol-2- 
yl]methyl] thio] acetic acid; 
5-[ (4 -aminosulfonyl ) phenyl] -4-phenyl-p-methyloxazole-2- 

butanoic acid; 
methyl 5- [( 4-aminosulf onyl) phenyl] -4-phenyl-p- 
20 methyloxazole-2-butanoate; 

4- [ (2-tetrazolyl)pentyl-4-phenyloxazol-5- 
yl]benzenesulfonamide; 

[ [ [5- [ (4-aminosulf onyl) phenyl] -4-phenyloxazol-2- 
yl]methyl] - 1 -pyrrol - 2 -yl] carboxylic acid; 
25 methyl [ [ [5- [ (4 -aminosulfonyl) phenyl] -4-phenyloxazol-2- 
y 1 ] methyl ] - 1 -pyrrol - 2 -yl ] carboxy lat e ; 
t [ [5-[ (4 -aminosulfonyl) phenyl] -4-phenyloxazol-2-yl] -2- 

pyrrol-l-yl] acetic acid; 
ethyl t [ [5- [ (4-aminosulf onyl)phenyl] -4-phenyloxazol-2- 
30 yl] -2-pyrrol-l-yl] acetate; 

methyl [ [ [5-[ (4 -aminosulfonyl) phenyl] -4-phenyloxazol-2- 

yl ] methyl ] - l-pyrrolidin-2 -yl ] carboxylat e ; 
methyl [ [ [5- [ (4-aminosulf onyl) phenyl] -4-phenyloxazol-2- 
yl ] propyl ] aminosulfonyl ] acetate ; 
35 5- [ (4-aminosulf onyl) phenyl] -4-phenyl-pS-amino-oxazole-2- 
butanoic acid; 
methyl [5-[ (4 -aminosulfonyl) phenyl] -4- (3 , 4- 
dichlorophenyl) oxazole] -2-propanoate; 
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5-[ (4-aminosulfonyl) phenyl] -4- (3,4- 

dichlorophenyl) oxazole-2 -propanoic acid; 
methyl [5- [ ( 4 -aMnostilfonyl) phenyl] -4- (3,4- 

dichlorophenyl) oxazole] -2-butanoate; 
5 5-[ (4-airdnosulfonyl) phenyl] -4- (3,4- 

dichlorophenyl) ox^zole-2-but^oic acid; 
methyl [5-[ ( 4 -^nosulfonyl) phenyl] -4" (3 , 4- 

dichlorophenyl) oxazole] -2-pentanpate; 
5- [ ( 4-aitunosulf onyl ) phenyl ] -4^ (3,4- 
10 dichlorophenyl)ox^zole-2-pent^oic acid; 

4- [ ( 4 -aminosulfonyl) phenyl] -5- (4-fluprophenyl) oxazole-2 - 
pentanoic acicj; 

methyl 4- [ ( 4 -airunosul f ony 1 ) phenyl ] -5- (4- 
15 f luorophenyl ) oxazole- 2 -pentanoate; 

5- [ (4 -airunosul fonyl) phenyl] -4 - (3 , 4-dichlorophenyl) -p,p- 
dime thy loxaz o 1 e - 2 -bu t anoi c acid; 

methyl 5- H 4-aminosulfonyl) phenyl] -4- (3 , 4- 

dichlorophenyl) p-dimethyloxazole-2-butanoate; 
20 4-[ (4-methylsulfonyl)phenyl]-5-(3 / 4- 

dichlorophenyl) oxazole-2 -butanoic acid; 

methyl 4- [ ( 4 -methy lsulf ony 1) phenyl] -5- (3, 4- 
di chl o ropheny 1 ) oxa zole-2-butanoate; 

4- [ (4 -aininosulfonyl) phenyl] -5- (3,4- 

25 dichlorophenyl) oxazole-2 -butanoic acid; 

methyl 4- [ (4-aminosulfonyl) phenyl] -5- (3 , 4- 
di chl or opheny 1 ) oxa z o 1 e - 2 - but anoa t e ; 

5- [ (4-aminosulfonyl) phenyl] -4-phenyl-aS- (lH-pyrrol-1- 
yl) oxazole-2 -butanoic acid; 

30 methyl 5- [ ( 4-aminosulfonyl) phenyl ] -4-phenyl-aS- (1H- 
pyrrol-l-yl) oxazole-2 -butanoate; 
3-[ [ [5- [ 4-aminosulfonyl ) phenyl ] -4-phenyloxazol-2 - 

yl]methyl] thiol propanoic acid; 
3- [ [ [4- [4-aminosulfonyl) phenyl] -5-phenyloxazol-2- 
• 35 yl ] methyl ]thio] propanoic acid; 

tert butyl 3- [[ [5- [4-aminosulfonyl) phenyl] -4- 
phenyloxazol -2 -yl ] methyl ] thio] propanoate ; 
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tert butyl 3- [ [ [4- [4-amnosulfonyl)phenyl] -5- 
phenyloxazol-2 -yl ] methyl ] thio] propanoate ; 

4- [2- [5- [ (4-aminosulfonyl)pkenyl] -4-phenyl-oxazol-2- 
yl ] methyl ] phenylpropanoic acid; 

5 methyl 4- [2- [5- [ (4-amiiio^lf ony^) phenyl] -4 -phenyl - 
oxazol-2-yl]rr*etkyl]pken^ acid; 
methyl 5-[ (4"aird?iosulfQ^yl) phenyl] -4- (4- 
f luojroptienyl ) oxazo^e-? -pentano^t e ; and 

5- [ (4-aminosulfofiyl) phenyl] -4- <4~f }uorqphenyl)oxazole-2- 
10 pentanoic ^ci4t 

9. A Compound selected from compounds and their 
pharmaceutically-acceptable salts, of the group 
consisting of 

15 

4-[2-[ [4- [3- (hydroxy) -1-propynyl ] phenyl ] methyl ] -4- 

pheny loxa zo 1 - 5 -y 1 ] ben zenesui f onami de ; 
4- [2- [ [4- [3- (N.N-dimethylamino) -1- 

propynyl ] phenyl ] methyl ] -4 -phenyl oxazol -5 - 
20 yl] benzenesulf onamide; 

4-[2-[[4-[3-(N, N-dime thy lgmino ) propyl ] phenyl ] methyl ] -4 - 

phenyloxazol-5-yl] benzenesulf onamide; 
4- [2- [ [4- [3- (2-methyl-lH-imidazol-l-yl) -1- 

propynyl] phenyl] methyl] -4-phenyloxazol-5- 
25 yl] benzenesulf onamide; 

1 , 1-dime thy 1 ethyl [3- [4- [ [5- [4- (aminosulfonyl) phenyl] -4- 
phenyloxazol-2 -yl ] methyl ] phenyl ] -2 - 
pr opynyl ] carbamat e ; 
4- [2- [ [4- [3- (2-methyl-lH-imidazol-l-yl) -1- 
30 propyl] phenyl] methyl] -4-phenyloxazol-5- 

y 1 ] benzenesul f onami de ; 
4-[2-[[4-[3-( amino ) -1-propynyl ] phenyl ] methyl ] -4- 

phenyloxazol-5-yl ] benzenesulf onamide ; 
4-[2-[[4-[3-( ter t-butylamino ) -1 -propynyl ] phenyl ] methyl ] - 
35 4 -phenyl oxazol-5-yl] benzenesulf onamide; « 

4 -phenyl -2- (benzyloxymethyl) -5- (4- 
methylsulf onylphenyl ) oxazole; 
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5 -phenyl -2- (benzyloxymethyl) -4- (4- 

methylsulf onylphejiyl) oxazole; 
4- [4-phenyl-2M2-pyrrplyl) -5- 
oxazolyl ] benzenesul f QT^ami4e ; 
5 4- [2-ethyl-4-(3-fluprophenyl)P^azoX-5- 
y 1 ] benz enesul f o^^pciicSe ; 
[5- [ ( 4 -amine ?\^lfpnyl) phenyl] -4-pt>e?ayl-oxazol-2- 

yl]ethype; 
4- [2-propargyl-4-pbe^yl 
10 4- (2^etfcenyl) 

ethyl [4 - (4-^nps^lfpnylpher;yl) -5^ (3-f luoro-4- 

methoxypheny 1 ) ] -2 -oxazole^cetate j 
[4- (4-amnosulfonylphenyl) -5-cyclohe^l] -2-oxazoleacetic 
acid; 

15 [5- {4^airunosulfonylphenyl) -4- (4-chlorophenyl) ] -2- 
oxazoleacetic acicj; 
[4- {4-ami^osulfoyaylphenyl) -5- (4-chlorophenyl) ] -2- 

pxazpleacetic acid; 
[4- (4-aminosulfonylphenyl) -5- (3-chloro-4-f luorophenyl) ] - 
20 2-oxazoieacetic acid; 

[4- (4-aminosulfonylphenyl) -5- (3 , 4-dichlorophenyl) ] -2- 

oxazoleacetic acid; 
[4- (4-aminosulfonylphenyl -5- (3 , 4 -dif luorophenyl) ] -2- 
oxazoleacetic acid; 
25 [5- (3 ,4-dif luorophenyl) -2-trif luoromethyl-4- 
oxazolyl] benzenesul f onamide ; 
[5- (4-aminosulfonylphenyl) -4-phenyl] -2-oxazolepropionic 
acid; 

4 - [ 4 -phenyl -5 -oxazoly 1 ] benzenesulf onamide ; 
30 4- [5- (4-chlorophenyl) -2-trif luoromethyl-4- 
oxazolyl] benzenesulf onamide; 
4- [5- (3-f luoro-4-methoxyphenyl-2-trifluoromethyl) -4- 

oxazolyl] benzenesulf onamide; 
4- [4- (N,N-dimethylamino)phenyl-2-trif luoromethyl-5- 
35 oxazolyl] benzenesulf onamide ; 

[4- (4-aminosulfonylphenyl) -5- (3-fluoro-4- 
methoxyphenyl ) ] -2-oxazoleacetic acid; 
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4- (4-methylphenyl) -5- (4-methylsulfonylphenyl) -2- 
trifluoromethyloxazole; 

4- [5- (3-f luoro-4-metho>c/phenyl) -2-methyl-4- 

oxazolyl] benzenesulf oyasmi4e ; 

5- (3-f luoro-4-metho3(^henyl) -4- (4-methylsulfonylphenyl) - 

2-trifluoromethyloxazole; 
4 - [5- (3-broirp-4-metftox^ -2- 

t rif luorojnethy I -4 -oxazolyl ] benzenesul f onamide ; 

4- (4-f luorophenyl) -2-cyclohexyl-5- [4- 

(methylsulf ony}. ) phenyl ] oxgzole ; 

5- (4-f luorophenyl ) -2-phenyl-4- [4- 

(metbylsulf onyl ) phenyl ] oxazole ; 
[5-(3,4-dichlorophei;yl) -2-trifluoromethyl-4- 

oxazolyl ] ben zenesulf onamide ; 
4- (3-fluoro--4-inetho>^phenyl) -5- (4-methylsulfonylphenyl) - 

2-trifluoromethyloxazole; 
4- [4- (4-bromophenyl) -2-metbyl-5- 

oxazolyl] benzenesulf onamide; 
4- [4- ( 3 - f luoro-4 -methoxyphenyl ) -2-trif luoromethyl-5- 

oxazolyl ] benzenesulf onamide ; 
4- [5- (3-chloro-4-f luorophenyl) -2-trif luoromethyl-4- 

oxa z o ly 1 ] ben z ene s ul f onami de ; 
4- [5- (3 -chloro-4 -methoxyphenyl) -2-trif luoromethyl-4- 

oxazolyl ] benzenesulf onamide ; 
4- [4-phenyl-2- (2-pyrrolyl) -5- 

oxa z o ly 1 ] ben z ene sul f onami de ; 
4- [5-phenyl-2-dif luoromethyl-4- 

oxazolyl ] benzenesulf onamide ; 
[5-phenyl-4- (amino sul fonylphenyl) -2 -oxazolyl] methanol; 
[4-phenyl-5- (amino sul fonylphenyl) -2 -oxazolyl] methanol; 
[5-phenyl-4- (methylsul fonylphenyl) -2 -oxazolyl] methanol; 
[4-phenyl-5 - (methyl sul fonylphenyl ) -2-oxazolyl ] methanol ; 
[4- (3-fluoro-4-methoxyphenyl) -5- (aminosulf onylphenyl) -2- 

oxazolyl ] methanol ; 
4 - [ 5 -phenyl -2 -methyl -4 -oxazolyl ] benzenesul f onamide ; 
4-f 5- (4-bromophenyl) -2-methyl-4- 

oxazolyl] benzenesulf onamide; 
[5- (aminosul fonylphenyl) -4-phenyl-2-oxazolyl] -2-ethanol; 
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[5-<airdnosulfonylphenyl) -4 -phenyl -2 -oxazolyl] -l-ethanol; 
4 - [ 4 - ( 3 - f luo r opheny 1 ) -2 -me thy 1 - 5 - 

oxazolyl ] benzenesulf on^cdcje ; 
4- [4- (4-chlorophenyl) -2-metftyl-5- 
5 oxazolyl ]benzenesulf qnapac}e; 

[4- (phenyl) -5^ (^inos^lfpnylphenyl) -?-oxazolyl] -age- 
dime thy Imechanol ; 
4- [4- (4-fluorophenyl) -2 -methyl -5 r 
oxazolyl ] benzenesul fqnamide ; 
10 4- [4- (3-chlorophenyl) -2-ethyl^5- 
oxazolyl] benze^esulf or^^mi4e ; 
. [4- (3-chlorophenyl) -5- ( aminosul f ony lpheny 1 ) -2 -oxazolyl] - 
2 -methanol; 

[4- (4-chlorophenyl) -5- (aminosulf ony lpheny 1) -2-oxazolyl] - 
15 2 -methanol; 

4- [5- (3-chlorophenyl) -2-ethyl-4- 

oxazolyl] benzenesulf onamicje; 
4- [4-phenyl-2- (l-methyl-2-pyrrolyl) -5- 

oxazoly J ] benz enesul f onwii cje ; 
20 4-[5-(4- chloropheny! ) - 2 -methyl -4 - 

oxa z o ly 1 ] ben z ene s ul f onami de ; 
4-[4-(3,4-di chloropheny 1 ) - 2 - ethyl - 5 - 

oxazolyl] benzenesulfonamide; 
[4- (3-chlorophenyl) -5- (aminosulf ony lpheny 1) -2 -oxazolyl ] - 
25 a,ct-dimethylmethanol ; 

[5- (3-chlorophenyl ) -4- (aminosulf ony lpheny 1) -2 -oxazolyl ] - 

oca-dimethylmethanol ; and 
[4- (phenyl) -5- (aminosulf ony lpheny 1) -2-oxazolyl] -2- 

propanol . 

30 

10 . A pharmaceutical composition comprising a 
therapeutically-ef fective amount of a coirpound, said 
compound selected from a family of compounds of Claim 1, 
2, 3, 4, 5, 6, 7, 8 or 9; or a pharmaceutically- 

35 acceptable salt thereof. 

11. A method of treating inflammation or an 
inflammation-associated disorder in a subject, said 
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method comprising treating t£e subject having or 
susceptible to said disorder with a therapeutically- 
effective amount of a compound of Claim 1, 2, 3, 4, 
5, 6, 7, 8 or 9; or 4 pharmaceutical ly-accept able 
5 salt thereof. 

12. The method of Claim 11 for use in treatment of 
inflammation. 

10 13. The method of Claim 11 for use in treatment of 

an inflammation-associated disorder* 

14. The method of Claim 13 wherein the 
inflammation-associated disorder is arthritis. 

15 

15. The method of Claim 13 wherein the 
inflammation-associated disorder is pain* 



16. The method of Claim 13 wherein the 
20 inflammation-associated disorder is fever. 
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